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Ovarian Cancer

* Over 70% Ovarian cancer are
diagnosed with advanced stages

* Disease recurrence is typical

* >70% of patients with advanced
OC will recur in 3-5 years

 When it recurs, it will eventually
become platinum refractory
recurrence

Maintenance therapy
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Advanced ovarian cancer is characterized by multiple relapse
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Siegel RL, et al. CA Cancer J Clin . 2021 Jan;71(1):7-33.



Goals of Maintenance Therapy

* Prolong remission after successful initial treatment

* Extend treatment-free intervals, improve PFS1, hopefully OS
* Balance efficacy with tolerability with manageable toxicity

* Better QoL after surgery and chemotherapy

BETTER SURVIVAL




RCTs of Maintenance Therapy
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PARPi monotherapy
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PARPi maintenance demonstrates long-term
survival benefit in patients with BRCAm OC

Time to First Subsequent Therapy = Long Term Survival

Overall Survival
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Olaparib Placebo
(n = 260) (n=131)
Events, No. (%) 135 (51.9) 98 (74.8)
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:} 20% progressed during PARPi
35% progress post PARPi
Will they benefit from prolonged PARPI?

20% never relapse
Who are they?

No. at risk:
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Disilvestro et al., J Clin Oncol 2022



PAOLA-1 post-hoc analysis

Is PARPi doing benefit in OS?

Indf:pendent HR from multivariate analysis (95% CI)
* Patients progressing during first-line olaparib progrosictaicm
PF1 212 versus <12 months 8] 0.38 (0.29-0.51)
maintenance had significantly shorter time to Hwesesvarnas Bighaciiit N S

of progression®

second progression after starting subsequent e ——— 0.65 (0.50-0.84)
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* Patients rechallenged with platinum chemo + : o S
PARP inhibitor as first subsequent therapy: ol
progressing after maintenance is comparable to .

PARP-naive patientS (185 vs17.4 monthS) ' ’ T-m:li“romfsnossnmaclfmhs) ) :

Patients at risk
Progression during first-line
olapanb mai nce therapy 192 149 96 58 33 17 14 11 10 6 6 4 4 3 2 1 1 1 1
| Progression after firstine 145 122 101 86 61 47 36 26 22 14 11 § 2 1 0
Placebo plus bevacizumab arm 206 188 162 136 99 63 48 36 30 26 20 19 15 13 10 9 6 1 0

Harter P. et al. Ann Onc 2024



PARPi resistance mechanism
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MEK inhibitor — RAS-MEK-ERK signaling

DNPH?1 inhibition — Resensitized PARPi

JH-RE-06 — Inhibiting repair of ssDNA gaps

COH34 — Inhibits poly(ADP-ribose) glycohydrolase (PARG)
Enzalutamide — An androgen receptor (AR) inhibitor
Glycogen synthase kinase 38 inhibitor — Inducing HRD
ATM inhibitors — Promoting apoptosis

Relation with platinum resistance?

Fu et al. Genes & Diseases 2024




Factors influencing sensitivity and resistance

e Mutation location:
DNA binding domain (DBD) of BRCA1 and BRCA2 - significant benefit from PARPi
C-terminal BRCT domain of BRCAL1 - less significant benefit

* Reversion mutations:
Common mechanism of acquired resistance

 PARP1 alterations:
Reduced PARP1 trapping

* Replication fork protection:

The restoration of replication fork stability protects DNA from damage during
replication stress caused by PARP inhibitors.

* Drug efflux:
Eg. P-glycoprotein (MDR1), can decrease the intracellular concentration of PARPi

Fraoni et al. Cancers (Basel); 2018



HRD(Homologous Recombination Deficiency)

HRD clinical detection relies on surrogate B S ol i :
markers. (Gene scars: LOH, LST, TAl) /fﬁ'\ Effciency of
pathway

HRD status can vary between tumor regions
(spatial) and over time (temporal).
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Witz et al, Biomarker Research, 2025



PARPi + immunotherapy
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Xiao F et al, J Trans Res. 2024

* PARP inhibitors enhance tumor immunogenicity and the presentation of neoantigens in the tumor
microenvironment (TME) by increasing antigen presentation and upregulating PD-L1 expression.

* The combination promotes the secretion of IFN- through the JAK-STAT and GSK3f pathways, further
enhancing the immune system’s attack on tumor cells



ATHENA-COMBO: Rucaparib+nivolumab

ATHENA-COMBO
PFESITT

Rucaparib/ | Rucaparib/
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90 HR 1.291!! rib + Nivolumab ~ 15.0 121174 (N=41 0) (N=443)
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Monk et al., 2024 ESMO Congress



DUO-0: Olaparib+durvalumab+bevacizumab

Interim OS is not significant.

&

Stratified by:

Timing and
outcomes of
cytoreductive
surgery

Geographical
region

Arm 2
PC + bev +
durva

Arm 3
PC + bev +
durva + ola

CTxt
+
bevacizumab

+

durvalumab

CTxt
+
bevacizumab
+

durvalumab

Bevacizumab total 15 months
+
durvalumab total 24 months
+

olaparib placebo total 24 months

Bevacizumab total 15 months
+
durvalumabtotal 24 months
+

olaparib total 24 months

Patients free from disease
progression or death (%)

Patients at risk
Arm 1
Arm 2
Arm 3

Arm Arm 2 Arm 3
DE PC + bev + PC + bev +
durva durva + ola
N=374 N=378
Median follow-up,* months 255 23.1 23.3
Events, n (%) 259 (69) 226 (60) 193 (51)
Median PFS,! months 19.3 20.6 242
HR (95% Cl) 0.87 0.63 H R
vs Arm 1 (0.73-1.04)* (0.52-0.76)*
P=0.13 rP<00001 (.63

PC + bev + durva + ola
PC + bev + durva

378
374
378

363
354
366

i
336
351

297
301
323

T
15 18 21 24 27 30 33
Time from randomization (months)

260 223 189 130 87 63 51 35
254 221 180 130 93 70 54 39
286 266 228 163 123 84 65 52

But, the control arm does not include a PARP inhibitor — we do not know if it is

benefit from Olaparib.

36 39
23 1
23 1"
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T 1

42 45
2 0
1 0

Trillsch F. 2024 ESMO congress



KEYLYNK-001: Olaparib+Pembro

Induction

Treatment Period Maintenance Period
Key Eligibility Criteria (1 course) (6 cycles including induction) (Cycle 7 onwards)
Advanced (FIGO Stage 2ll) Control (C) ]
epithelial ovarian cancer Group Olaparib Placebo BID

Carboplatin/Paclitaxel for up to 2 years?

Pembrolizumab Placebo Q3W for up to 35 cycles + Bev

Olaparib Placebo BID
for up to 2 years®?

Pembrolizumab 200 mg Q3W for up to 35 cycles + Bev

BRCA1/2-nonmutated
No prior systemic therapy

Paclitaxel

~
=
g
[«
(]
L0
=
©
(&)

Candidate for carboplatin +
paclitaxel? as adjuvant or
neoadjuvant therapy

Pembrolizumab (P)
Group

Carboplatin/Paclitaxel

Carboplatin/
Paclitaxel

Stratification Factors

PD-L1 expression®

(CPS 210 vs <10) Pembrolizumab-Olaparib (P-0)

Group

Olaparib 300 mg BID

= _
= Q0 N . .
Planned Bev use (yes vs no)c 7:@ g Carboplatin/Paclitaxel for up to 2 yearsd
Surgery status (no residual E 5_%
tumor [RO] after primary © N T el Pembrolizumab 200 mg Q3W for up to 35 cycles + Bev
debulking vs residual tumor the investigator per RECIST v1.1 in the
[R1] after primary debulking 1‘ CPS 210 and total ITT populations
vs planned interval debulking) Jarrmesy Key Secondary Endpoint: OS in the mtma. Debulking
Debulking CPS 210 and total ITT populations (after 3 cycles including induction)

aDocetaxel may be considered for participants who experience either a severe hypersensitivity reaction to paclitaxel or an adverse event requiring discontinuation of paclitaxel. YAssessed at a central laboratory using
PD-L1 IHC 22C3 pharmDx and measured using the combined positive score (CPS; number of PD-L1-positive tumor cells, lymphocytes, and macrophages divided by total number of tumor cells x 100). °Bevacizumab (Bev)
administered per investigator discretion as part of upfront therapy according to local standard of care; Bev was supplied by the Sponsor. 9Only participants with no evidence of disease at start of maintenance and no
progression stopped after 2 years.

we still do not have the control arms of olaparib
Powell et al., 2025 SGO Annual Meeting



KEYLYNK-001: Olaparib+Pembro

FA | Median, ~ HR ) FA Median, HR )
| (Aug 2024)> |  months EBvents | (959, ci) (Aug 2024)>  months 2UEIE (95% CI) Overall Survival P-O Group C Group
P-O Group 239 58.5% |  0.66° P—O Group 22.2 64.0% 0.71¢ .
C Group 152 724% |\ "% ] carou 14.6 77.5% | (0-61-0:84) CPS 210 Population 7 |
1;2 48-mo 1001 48:mo Median, mo | 50.2 51.6 H
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3 80 i CPS 210 5 80 T HR (95% CI) 0.98 (0.75-1.27)
57 '| HR0.66 E ;z' \| HR0.71 Total ITT Population
60+ 1 s - 1
£ 5 i £ 504 E Median, mo 47.7 47 1
c c n f Y
£ 4 \ g 40 : HR (95% CI) | 1.04 (0.87-1.25) |
g 304 ! 4 30-
g 20- g 204
o ! P
10 I 10 !
0 Median follow-upe: 49.6 mo : 0 Media]n follo:'v-upe:]49.6 mlo : : , , . .
L e A e S 5 10 20 30 40 S0 e 70 We still do not have the control arms of PARPI
No. at risk Time, months No. at risk Time, months
229 161 115 84 59 26 5 0 455 317 209 145 93 40 8 0
228 142 81 58 37 14 2 0 454 285 157 106 64 26 3 0

Powell et al., 2025 SGO Annual Meeting



FIRST: Niraparib + dostarlimab

« Given ongoing PARPI Cycle 1: Standard-of-care chemotherapy

Maintenzncalclinicalinals (carboplatin-paclitaxel * bevacizumab)

during the design of FIRST, it
was an a priori intention to

amend the prOtC_)COI to rgdefine Cycles 2—-6: Chemotherapy period (21-d cycles)
the control arm if emerging
, Arm 2 Arm 3

evidence supported the

th i tENAD tiod _ placebo dostarlimab
€ maintenance perio + bevacizumab + bevacizumab

Following approvals of olaparib l l
and niraparib as first-line
maintenance therapy,!2
enrollment into arm 1 was

terminated ' + bevacizumab + bevacizumab
' ' maintenance maintenance

Niraparib + placebo | Niraparib + dostarlimab

Moore K. et al., ASCO meeting 2025
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PFS, %
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20~
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Niraparib
Dostarlimab +
niraparib

FIRST: Niraparib + dostarlimab

PFS in ITT population

50 -

1-y PFS rate
75% vs 70%

Dostarlimab +
Niraparib k =
SE niraparib

(n=753)
Events, n (%) 260 (67.5) 443 (58.8)
Median (95% Cl), mo ~ 19.2 (16.6-21.0) | 20.6 (19.2-22.8)
Hazard ratio (95% Cl) 0.85 (0.73-0.99)
P value 0.0351

2-y PFS rate
44% vs 40%

3-y PFS rate
32% vs 27%

Niraparib
—— Dostarlimab +
niraparib
+  Censored
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
Time since randomization, mo
No. at risk
385 336 266 198 156 118 98 81 68 55 34 14 4 0
753 638 523 381 290 226 196 166 142 110 79 44 17 2 0

PFS in PD-L1 population

100 - i
Niraparib Dostarlimab +
1-y PFS rate DUapart

90 ; / (n=92) (n=226)
e 78%vs T7% Events, n (%) 52 (56.5) 116 (51.3)
80 - 3 Median (95% Cl), mo  24.3 (19.6-39.6) | 28.1 (22.3-37.8)
- Hazard ratio (95% Cl) 0.84 (0.61-1.17)
2-y PFS rate
60 55% vs 51% 3-y PFS rate
xR 44% vs 41%
o 50+
w
& 40
30
20 - i
— Niraparib
104 Dostarlimab +
niraparib
(ehey +  Censored
0 5 10 15 20 25 30 35 40 45 50 85 60 65 70
Time since randomization, mo
No. at risk
Niraparib 92 79 65 58 47 35 31 29 25 19 12 5 2 0
Dostarlimab+ 556 495 163 124 106 90 81 71 66 51 40 26 10 1 0
niraparib

* The addition of dostarlimab to first-line platinum-based chemotherapy and maintenance niraparib was associated
with a statistically significant, though clinically modest, improved PFS for patients with newly diagnosed aOC.

* PD-L1 positivity (TAP 25%) did not differentiate dostarlimab effect.

* There was no observed difference in OS.

» Safety results were consistent with known individual profiles of the agents used in the study.

* There were no meaningful differences in patient-reported outcomes of the EQ VAS or the EORTC-QLQ-C30.



FL maintenance — how to place order?

PARPi monotherapy PARPi+bevacizumab PARPi+10

Benefit in PFS 0OS Benefit in PFS Benefit in
4 [Olaparib+bev] 4 Rucaparib+nivolumab
BRCAm N N4 Niraparib+dostarlimab &7
Niraparib 4 X
Rucaparib 4
Niraparib & X [Olaparib+bev] & Rucaparib+nivolumab
BRCAWE; Rucaparib 4 X trend Olaparib+bev+durvalumab
HRD pos Niraparib+dostarlimab &7
Olaparib+Pembro+/-bev
[Niraparib ] 4 P4 Olaparib+bev ¥ Rucaparib+nivolumab
BRCAWT; Rucaparib V4 X 2@ Olaparib+bev+durvalumab
P P
D e (modest) [Niraparib+dostarlimab 2

Olaparib+Pembro+/-bev



What’s still ahead?

e Stratification

100-¢
Risk for progression with PARPI g 27% progressing on PARPi
. . ] 80
Exceptional prognosis P o - - T ,
[Ny I
. . aR 60+
* Optimal duration of therapy  is .| _ S - S
EOQ
* NRG-GY036: One vs. two years €% *; |
of maintenance olaparib ri !
. . 2 . sease progression or c{eath. 0.30 (85% Cl, 0.23-0.41) 20% disease-
* Patient with HRP tumors S | free on placebo
( 2 IIS 118 211 214 2I7 310 3I3 3]6 3'9 412 415 418 Sll 5|4 S]7 6]0
A D C ? Months since Randomization
. No. at Risk
* Ultra radical surgery Plabo 130 118 103 32 66 56 53 47 41 33 38 3 2 m 6 5 1 0 0 0 0

Diaphram LN dissection?



TRUST: Radical upfront surgery vs NACT+ICS

Enrolled between 8/2016 and 6/2019 (n=796)

Randomized to PCS (n=398) . Randomized to NACT-ICS (n=398)
Exc!udez(n=53), el =7 Excluded (n=55), due to
gaorz/"i%‘;::{i:?%; :r n= 5)] g:rgfv:gagp; ?zrlgi; (n=32)
eneral in-/excl. crit. (n= ™
Death before r‘nterven(ﬁons (n=2) General in-fexcl. crit. (n=2)
Eligible (n=345) Eligible (n=343)
Treatment received: Treatment received:
PCS and CTX (n=303) NACT and ICS (n=314)
PCS but no CTX (n=19) CTX but no CS (n=12)
NACT and ICS (n=14) PCS and CTX (n=8)
CTX but no CS (n=5) PCS but no CTX (n=1)
neither CS nor CTX (n=4) neither CS nor CTX (n=8)

ITT analysis population (n=345) ITT analysis population (n=343)



PFS probability

TRUST: Radica

PCS -
PFS (n=345) NACT-ICS (n=343)
Events, n (%) 219 (83.5%) 253 (73.8%)
0.754
HR (85% Cl) 0.80 (0.66-0.96); p=0.018
Median (95% Cl), months 22.1(20.4-24.5) 19.7 (17.9-21.9)
Restricted mean PFS time 31.7(28.7; 34.6) vs 26.6 (24.3; 28.9);
0.501 p=0.007
' Median follow-up for PFS: 46.8 mos, IQR: 30.7-60.5 mos (69% maturity)
patients were censored at their last regular date before experiencing a follow-up
gap of more than 210 days (7 months) without a PFS assessment.
0.251
—t
0.00 T T v v T v v v v v - - -
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time (months)
Number at Risk
— 345 296 234 176 126 100 72 50 38 25 19 12 6 2
34 23 13 10 2 0

- 343 306 252 165 109 76 50

o
~l
(3}

OS probability
[=)
3

0.25

| upfront surgery vs NACT+IDS

PCS NACT-ICS

08 (n=345) (n=343)

Events, n (%) 200 (60.6%) 223 (65.0%)

HR (85% Cl) 0.89 (0.74-1.08); p=0.24

Median (95% CI), months 54.3 (49.1-83.3) 48.3(436-55.9)

Median follow-up for OS: 74.6 mos, IQR: 67.1-83.6 mos (63% maturity)

6 12 18 24 30

Number at Risk
— 345 320 302 282 265 242
— 343 325 3N 292 261 242

36 42 48 54 60 66 72 78 84 90
Time (months)

224 206 180 162 147 123 75 53 25 1
209 185 162 145 129 101 63 39 25 5



TRUST: Radical upfront surgery vs NACT+IDS

TRUST Results: Prespecified Exploratory Subgroup Analysisgﬁ%&?}

Complete Gross Resection in All FIGO Stages

PCS NACT4CS PCS NACT-ICS
PFS o (n=235) (n=271) OS a3 (n=235) (n=271)
1.001 Events, n (%) 137 (58.3%) 199 (73.4%) 1.00 1 Events, n (%) 126 (53.6%) 167 (61.6%)
HR (95% CI) 0.69 (0.56; 0.85) p=0.0009 HR (95% CI) 0.80 (0.63; 1.00) p=0.0521
Median (95% CI), months ~ 27.9 (23.2; 32.0) 21.8(19.3; 24.5) Median (95% CI), months ~ 67.0 (56.2; 75.9) 55.0 (47.5; 62.5)
0.751 0.751
>
= >
£ £ 55%
© e}
o (0]
© 0.50 1 8 0.50
o a
»
o 0
o (@)
1 46%
0.251 0.251
0.00 N IR I——————
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months) Time (months)
Number at Risk
4 21 10

— 235 223 219 206 193 181 172 160 145 132 120 102 61
59 37 23 5§

Number at Risk
34 22 18 12 6 2
— 271 268 260 247 221 204 181 165 144 130 117 94

— 235 210 175 139 108 89 65 45
- 271 261 221 151 100 68 46 33 22 12 9 7 2 0



TRUST: Radical upfront surgery vs NACT+IDS

Patients with advanced ovarian cancer in TRUST had excellent PFS and OS
after maximal effort cytoreductive surgery.
Complete resection rates were high and morbidity and mortality were low.

A statistically significant OS improvement for primary compared to interval

cytoreductive surgery was not observed.

TRUST is the first randomized phase lll trial to show improved median PFS for
primary compared to interval cytoreductive surgery without compromising
short- or long-term quality of life.

Mahner S. et al., ASCO meeting, 2025
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