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Never-ending questions regarding surgery in newly
diagnosed advanced ovarian cancer:

* Primary (PCS) vs Interval Cytoreductive Surgery (ICS)
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Evidence before 2025 regarding surgery in front-line:
 Patients with complete cytoreduction live longer

e 4 Randomized Clinical Trials have demonstrated NACT-ICS is
not inferior but not superior to PCS*
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Evidence before 2025 regarding surgery in front-line:

 Patients with complete cytoreduction live longer

e 4 Randomized Clinical Trials have demonstrated NACT-ICS is
not inferior but not superior to PCS*

But...
e Rate of complete cytoreduction was low in the arm of PCS

* Most of the patients in RCT included had non-resectable
disease or were operated in non-specialized centers

EORTC 55971 (Vergote et al. NEJM 2011)
CHORUS (Kehoe et al. Lancet 2015)
SCORPION (Fagotti et al. Int J Gynecol Cancer 2016)

JCOG0602 (Onda et al. Eur J Cancer 2016) I ==



TRUST Rationale

AGO;
TRUST was designed to evaluate the optimal timing of maximal effort
cytoreductive surgery in patients with advanced ovarian cancer
—considered resectable

—fit enough to tolerate radical surgery

—treated in gynecologic cancer centers with defined surgical quality
assurance criteria.

— complete resection rates (250% in upfront surgery for FIGO IIIB-IVB pts)
— surgical volume (=36 cytoreductive surgeries/year).

Adapted from Sven Manher presentation at ASCO
Eavia Al #Asc02: AR

Sven.Mahner@med.uni-muenchen.de

ﬁ SCO AMERICAN SOCIETY OF
ENOWLEIDGE CON

INQUERS CANC



TRUST Study Design

Main Inclusion Criteria

+ Epithelial ovarian, fallopian tube
or peritoneal cancer

* FIGO stage IlIB/C, IVA/B
* Considered resectable
+ Fit enough to tolerate radical
surgery

Stratification factors

* Center

* Age-ECOG-combination
ECOGO0 and age <65y vs.
ECOG>0 or age >65y

Qualification process for
participating centers to ensure
surgical quality

PRESENTEDBY: Sven Mahner, MD

2025ASCO m ez

Primary Cytoreductive Surgery

Neoadjuvant Chemotherapy
+

Interval Cytoreductive Surgery

Recommended systemic treatment:
 Carboplatin AUCS5, Paclitaxel 175mg/m2 q3w
» Bevacizumab 15mg/kg q3w as indicated
* PARPI as indicated
+ Study participation or any other treatment

as long as applicable for both study arms

Sven.Mahner@med.uni-muenchen.de

Primary endpoint
* Overall survival

Key secondary
endpoints

* Progression-free survival
+ Complete resection rate
» Surgical procedures

» Surgical morbidity

* Quality of life

Predefined exploratory
and translational endpoints

ASCO =

ENOWLEIDGE CONQUERS CANCER




TRUST Results: Overall Survival (ITT) AGQ

oS PCS NACT-ICS
1.901 (n=345) (n=343)
Events, n (%) 209 (60.6%) 223 (65.0%)
o e HR (95% CI) 0.89 (0.74-1.08); p=0.24
A9
Median (95% CI), months  54.3 (49.1-63.3) 48.3 (43.6-55.9)
>
% Median follow-up for OS: 74.6 mos, IQR: 67.1-83.6 mos (63% maturity)
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Time (months)
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Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de



TRUST Results: Progression-free Survival (ITT) AGQ.

PCS NACT-ICS

PFS (n=345) (n=343)

1.00 1
Events, n (%) 219 (63.5%) 253 (73.8%)
HR (95% CI) 0.80 (0.66-0.96); p=0.018
0.751 Median (95% CI), months 22.1(20.4-24.5) 19.7 (17.9-21.9)
Restricted mean PFStime  31.7 (28.7; 34.6) vs 26.6 (24.3; 28.9);
) p=0.007
=
@
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0 0.501
Q
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0.251
0.00 - - - - . - - . . . - . -
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
- 343 306 252 165 109 76 50 34 23 13 10 7 2 0

Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de



PFS probability

TRUST Results: Prespecified Exploratory ACO S

SN0 e
r
Subgroup Analyses
PFS FIGO PCS NACT-ICS PFS macro PCS NACT-ICS
N (n=232) (n=235) Ro (n=235) (n=271)
Events, n (%) 140 (60.3%) 172 (73.2%) Events, n (%) 137 (58.3%) 199 (73.4%)
L HR (95% CI) 0.73(0.58; 0.91); p=0.005 e HR (95% CI) 0.69 (0.56; 0.86); p=0.0009
Median (months)  26.3 (21.5; 31.0) 21.4 (18.7; 23.4) Median (months) 27.9 (23.2; 32.0) 21.8 (19.3; 24.5)
0.754 =
0.50
0.25 025
0.00 ¥ T r - - - 0.00
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
Time (months) Time (months)
Number at Risk Number at Risk
- 232 202 165 130 102 83 56 40 3 19 16 10 4 1 — 235 210 175 139 108 B2 65 45 34 22 18 12 6 2
- 235 212 178 1219 77 54 38 26 20 1" 8 5 1 0 - 271 261 22% 151 100 &8 46 33 22 12 ) 7 2 0

Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de



OS probability

TRUST Results: Prespecified Exploratory Subgroup Analyses

Sven Mahner, MD

Sven.Mahner@med.uni-muenchen.de

.....0.
PCS NACT-ICS PCS NACT-ICS
OS FIGO I (n=232) (n=235) OS macro R, (n=236) (n=271)
Events, n (%) 127 (54.7%) 143 (60.9%) Events, n (%) 126 (53.6%) 167 (61.6%)
‘£ 00 HR (95% ClI) 0.84 (0.66; 1.06); p=0.14 o HR (95% ClI) 0.80 (0.63; 1.00); p=0.0521
Median 63.7 (54.0: 69.7) 53.2 (46.3: 61.0) Median (months) 67.0 (56.2; 75.9) 55.0 (47.5; 62.5)
(months)
0.75 0.75
(1570 S | e DEOd === mmmmmmm o8
53.2 months 55.0 months
0.25 0.25
5Y survival rate + 10% , median OS + 1 year
0.00 - - v - - - 0.00 v - . :
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months) Time (months)
Number at Risk Number at Risk
— 232 218 206 193 1B1 171 160 148 135 122 111 93 57 43 22 N — 235 223 219 206 193 181 172 160 145 132 120 102 61 44 21 10
- 235 224 213 204 183 173 152 136 119 106 96 76 49 29 18 5 - 271 268 260 247 221 204 181 165 144 130 117 94 59 37 23 5



TRUST Results: Prespecified Exploratory Subgroup
Analysis by Residual Disease AGO*

PFS

CGR after PCS CGR after PCS

— RD after PCS RD after PCS
— CGR after ICS CGR after ICS
——— RD after ICS RD after ICS

Survival Probabilityy

Survival Probahbilite

N
D
F

1
1
1
1
+
1 4% !

I J I L ! I J I I ! I J J I ! T T T T T T T T T T T T ] T ] T
0 6 12 18 24 30 % 42 48 M4 60 8 2 T 0 6 12 18 24 30 3% 42 43 54 60 66 T2 7B 84 %W
PFS_manth 0% maonth
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Sven Mahner, MD Sven.Mahner@med.uni-muenchen.de



SUROVA study

Final Accrual 3. 531 Non-Asian Patients after Propensity
r

patients .
After Exclusions 3,286 08 _ PDS N=646
patients ' Median 0S:68 months
Propensity Matching =

>
Score 1,524 2 " —— pDs
patients 2

© = NACT

g os 1 NACT N=651

© Median OS: 57 months

(HR) = 1.145 (95% Cl: 0.967-1.357, p = 0.117)

00 20,00 40,00 60,00 80,00

Months

Chiva et al. ESGO 2025 and Int J Gyn Oncol 2025 (in press)



SUROVA study: Impact of complications

Chiva et al. ESGO 2025 and Int J Gyn Oncol 2025 (in press)
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Take home regarding Primary (PCS) vs Interval
Cytoreductive Surgery (ICS)

 PCSis preferred if achieving NGR (No Gross Residual)
seems feasible and patient is fit enough (or grade >3
complications are not anticipated)

e Patient selection is key
* Quality of Surgery is also key (specialized centre)
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Nowly diagnosed EOC (FIGO stage Il-IV)

; LikeBnood of compiete -
cyloreduction High

= N A

r N \
Adaquate biopsy lissue z
lg: ?waﬁz&&.ﬁaéﬁm anar-,~n »;;mérrfm.twe
molecular testing g surgery
! — >
BRCAT/2 (pesmiine 3 cyeles of necadjuvant BRCAT/2 (geemling
enclior somatic) and P> paclitaxet- cartxxp:at.n z and/or somatic) and
HRD status test DEvacizum; HRD status testi . .
—— — = * Is dose dense still alive?
| | i
Interval cytoreducti Inteeval cytoreductive surgery  Could outcomes be |mprOVEd by
S Db not possibie and no overt . - i
L Bl oo adding CPI to first-line treatment?
Y $
Interval cytoreductive S v 2
Surggw‘._;)&gg';?d by 3 cycles of paclitasel- 6 cycks of pachiaxet-

carboplatin 2 bevacizumed

carboplatin +

paclitaxel-carboplatin bevacizumab*
+ bavacizumab . 4
I
‘ v w
N N 1 a8 N
BRCAT/Z-mut BRCAT/2-WTT BRCA172\WT/
HRD-positlve HRE-negative
l - - A
N N a N
Okaparib (2 yaarsy' Neeaparib (3 years)' Bevatizumab’
of niraparib (3 years)' or claparib-bevacizumab o niraparih (3 years)'
or claparib-bevacuumab {2 years)'* or rucaparb or rucaparib (2 years)'

(2 yeass* or rucaparib
{2 years)' maintenance

{2 vears)' maintenance

maintenance

Gonzalez-Martin et al. ESMO Pocket Guideline



Bevacizumab & Dose dense

ICON-8B

Experimental

Paclitaxel 80 mg/m2 d1,8,15
Carboplatin AUC 5 d1
Bevacizumab 7.5 mg/kg

MR NRC
=, T = T
ICONSB Updated Progression Free Survival ICONBB Overall Survival
Amm B4 Arm B}
CardorPacii+Bav (a8 Jw) CarteJw)+Paci(iw|+8aviiw|
Arm 81 Arm B3 ) N<292 Ne23E
% CarborPackBay (all 3w)  Carbo{SwiePack(w}+Bav(dw} s  Dewts | a(wm) s
N=292 N=286 sl Negian OS (35% CF 306 (347,450 493 437, 54.5)
arsd Everts [ 265 (9% | 234 (82%) ’ 0.73 (0.65. 0.95) p = 0.010
MedianPFSISS%CI |  65(152182) | = 224(9327 %
- 0.72 (050, 0.35), p * 0.0003 -
% 00,0460 200  Median FU 720 months
025+ + Difference of 10.2 months
. « Additional 28 PFS events e
o284 in median 0S in favour of
— MBIt « Difference of 4.9 months 2004 Ao B3 s
op{ = Am In median PFS in favour of 1'1 ; 1".' |'n 2'4 x ;n 4".' 4'0 5 u'u c'c r': b ;4 « 94% of planned 435 events
D € 1z g M M % 4 a8 M e m 12 {8 ™ el Morihie from randomisaon (cormesponding to 83%
NOOEPS YO SRt 5 “::: »e m = 2 M » 14 e w [ < W3 13 o o pmr)
= e 2 - ou a . T 1 .ﬁ r p) e | ‘ 2 H s w & & a8 B w X W M
- 4 & w L 0 = A& A 2 e Mo w3 W M W m e W ™ n o -
S m om m " owon Y . e w1 TITT IR ETRXRIT IR &L S
==l 38 3 31332 32 A B 3L e
B v Ty e Asoww Duwy
i (T e 8N iy o Te o P 4 (- -m"‘" e A 4 St o S—— A 8 . e —, — " - m'"

[ Only 14% received PCS }

A. Clamp et al. ESM02025



Check-point inhibitor clinical trials in

OC

Chemo Chemo + Chemo + Chem + Chemo + Chemo + | Chemo + Bev
+ CPI Bev Bev PARPi Bev PARPi + PARPi + CPI
+CPI + CPI +CPI + PARPi | + Bev +
+ CPI CPI
1L JAVELIN' | IMAGYNO503 ATHENA’ PUO-0° FIRST!? KEYLINK-0111
100 ENGOT-Ov39 ENGOT-0Ov45 ENGOT - ENGOT-0Ov44 | ENGOT-Ov43
Ov4e
PSOC ATALANTE? ANITAS
ENGOT-0Ov29 ENGOT-Ov41
PROC | JAVELIN?2 | OVAR 2.295 K-966
200 ENGOT-Ov34 ENGOT-
Ov65
tonio Gongal { , PhD . . -
Neorbo Sorpe2 B8R ™" 28884 gatiehtSinc|udtd8R phaséB3Qinital &rld! 1367

POS

e

NE 4

altVE

1L: First line; PSOC: Platinum-sensitive ovarian cancer; PROC: Platinum-resistant ovarian cancer

1. Monk et al. Lancet Oncol. 2021 Sep;22(9)9. 2. Pujade et al. Lancet Oncol. 2021 Jul;22(7):1034-1046
3. Moore et al. J Clin Oncol. 2021 Jun 10;39(17):1842-1855; 4. Kurtz et al. J Clin Oncol 2023. 5. Marmé et al. Presented at ASCO 2024.
6. N. Colombo et al . Presented at ESMO 2025. 7. Monk et al. Presented at ESMO 2024. 8. Gonzalez-Martin et al. J Clin Oncol 2024:

9. Harter et al. Presented at SGO 2024; 10. Hardy-Bessard AC, et al. Presented at ASCO 2025; 11. Powel et al. Presented at SGO




Check Point Inhibitors

Combinadions + Bev + Olalwhe) 2 e () [whe) 2 e (O
— — — P-Q Groop 239 8.5% 0.50" #-0 Group 22z 0% 07
€ Group 152 ne | 0808 € Group 140 O Wil
T, o] o
3 "
g 704
1L KEYLINK 001 Positive trial for I %
ENGOT-Ov43 Pembro-Ola + Bev E -
Non-tBRCAmM 6 n | i :
. A n uuo:n-u 1488 o 'L' . 4 | Median follow.up*: ¢3.6 mo__,
Inapproprlate ContrOI o 10 20 0 40 5 w i 0 1 mn 20 40 0 60 0
arm for HRD-positive - SR S I
A 1 ™ £ T M 2 ° 454 08 18Y e &4 % 3 0
. . CPS 210 Median, Events HR Poaiee Total ITT Modian, Ewents HR
Pembro + Bev is like TR o.amﬁ] [n%,:.fj N l :?ﬂ
- ~119) (0.874.
Observation + Bev e e e e

Progression-Free Survival, %
L . A

Medlan follow-up®

T 1 48 mo

T
&0

=

T T
10 n

T T
» 4«

] "D 2 80 n 0
No. at rsk Time, months No. at eish Time, monchs
0 190 as 3 n 7 1 0 458 e A20) % &1 n 2
Antonio Gonzalez-Martin MD, PhD Powell e meowmomomemom w0 ems e w e m
al. In press



Check Point Inhibitors
Combina@sionsra + Dostarlimah

Cycle 1: SOC chemotherapy

1L FIRST (CP * bevacizumab)
ENGOT-Ov44 | 12
tBRCAmM and | | |
Non-tBRCAmM Cycles 2-6: Chemotherapy period (21-day
cycles)
* Given ongoing PARPI maintenance %
clinical trials during the design of FIRST, it o
was an a priori intention to amend the CP + placebo £ B 4 ctarlimab +

bevacizumab

protocol to redefine the control arm if SRS
emerging evidence supported the
incorporation of PARPIs during the
maintenance period

* Following approvals of olaparib and Niraparib + Niraparib
. . 12 placebo =% dostarlimab +
niraparib as 1LM therapy,'? enroliment bevacizumab m [ Bevacizumab m

into Arm 1 was terminated

1162 received Arm 2 or 3
intervention (safety population)

Hardy-Bessard AC, et al. ASCO 2025; presentation LBA5506; 30
May-3 June, Chicago, IL.

Antonio Gonzalez-Martin MD, PhD



Check Point Inhibitors
Comb in&4i ons ra + Dostarlimab

1L FIRST / ENGOT-0Ov44
tBRCAmM and Non-tBRCAmM

Median duration of follow-up was 53.1 months (IQR,
47.5-59.7)

PFS in the ITT population

PFS in the PD-L1+ population

00| nat
90 1y FFS rate poc g
Ve 7Ty Everms. n (%) 2 (5.5 118 (915
B3| Median (F0% o0 M
084 PRE1-11T|
%0
-
&
w 4
| S
30 |
2
| Nomputs
104 Closationh +
reagass apan
0 4  Cersrwe Q1+ Comnm
0 5 W 15 W 25 30 33 4 45 O G5 6 & 10 © 5 W W ™ B M B 4 4 W W w6
Time since randomization, mo Time sincs randomization, mo
No.at ek o o ek
Mraparin 580 04 2w m e i " " a1 ] M 14 LUl LU ™ " S “r 8 n . b | " 7 . 2 0
M:":';rnmmxtmmluul|a|nn« w2 e 618 W M 0@ Mo & 4 W ow
Hardy-Bessard AC, et al. ASCO 2025; presentation LBA5506; 30

Antonio Gonzalez-Martin MD, PhD May-3 June, Chicago,

IL.




Check Point Inhibitors
Combinad¢ionsra + Dostarlimab

1L FIRST

ENGOT-Ov44
tBRCAmM and
Non-tBRCAmM

Antonio Gonzalez-Martin MD, PhD

PFS Subgroup Analyses:

Treatment and Biomarker

bubg rou S
Niraparib

rlimab +

ninparib Hazard ratio
Subgroup nlN(%) (95% CI)
All patients 260/385 (68)  443/753 (59) i—'-{ 0.85 (0.73-0.99)
Concurrent bevacizumab use,
as per exposure :
Yes 1371199 $69) 244/398 361 ) f-o 0.84 (0.68-1. 3)
No 123/186 (66 199/355 (56 =i 0.86 (0.69-1.08)
PD-L1 status :
TAP 25% (positive) 52/92 (57) 116/226 (51) f—o .84 (0.61-1.17)
TAP <5% (negative) 166/230 (72)  248/403 (62) F’-‘i 0.87 (0.71-1.06)
Myriad MyChoice status f
BRCAm 37/81 (46) 63/151 (42) v 0.98 (0.85-1.48)
BRCAwt 184/253 (73) 336/513 (85) o 0.87 (0.73-1.04)
BRCAwt HRd 43/65 (66) 86/147 (59) = 0.83 (0.58-1.20)
HRd 80/146 (55) 149/298 (50) = 0.95 (0.72-1.24)
HRp 126/164 (77) 219/312 (70) e+ 0.92 (0.74-1.14)
HRD unknown 54/75 (72) 75/143 (52) I—O—{ 0.68 (0.48-0.96)
085 1 2 3
Hardy-Bessard AC, et al. ASCO 2025; presentation LBA5506; 30

May-3 June,

Chicago,

IL.
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Take home regarding systemic therapy with CPI in front-line

e Clinical trials with checkpoint inhibitors (CPls) added to front-
line systemic therapy in advanced ovarian cancer have not
demonstrated a convincing improvement in outcomes to
change current practice.

e No reliable biomarkers have been identified.

A better understanding of the tumor microenvironment and
immune escape mechanisms is needed for the design of new
immunotherapy strategies.

Antonio Gonzalez-Martin MD, PhD
e
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Check-point inhibitor clinical trials in

OC

Chemo Chemo + Chemo + Chem + Chemo + Chemo + | Chemo + Bev
+ CPI Bev Bev PARPi Bev PARPi + PARPi + CPI
+ CPI + CPI +CPI + PARPi | + Bev +
+ CPI CPI
1L JAVELIN' | IMAGYNO503 ATHENA’ PUO-0° RRSTLO KEYLINK-0111
100 ENGOT-Ov39 ENGOT-0Ov45 ENGOT - ENGOT-0Ov44 | ENGOT-Ov43
Ov4e
PSOC ATALANTE? ANITAS
ENGOT-0Ov29 ENGOT-Ov41
PROC | JAVELIN?2 | OVAR 2.295 K-966
200 ENGOT-Ov34 ENGOT=
Ov65
tonio Gongal { , PhD . . -
Neorbo Sorpe2 B8R ™" 28884 gatiehtSinc|udtd8R phaséB3Qinital &rld! 1367

POS

e

N €g

altVE

1L: First line; PSOC: Platinum-sensitive ovarian cancer; PROC: Platinum-resistant ovarian cancer

1. Monk et al. Lancet Oncol. 2021 Sep;22(9)9. 2. Pujade et al. Lancet Oncol. 2021 Jul;22(7):1034-1046
3. Moore et al. J Clin Oncol. 2021 Jun 10;39(17):1842-1855; 4. Kurtz et al. J Clin Oncol 2023. 5. Marmé et al. Presented at ASCO 2024.
6. N. Colombo et al . Presented at ESMO 2025. 7. Monk et al. Presented at ESMO 2024. 8. Gonzalez-Martin et al. J Clin Oncol 2024:

9. Harter et al. Presented at SGO 2024; 10. Hardy-Bessard AC, et al. Presented at ASCO 2025; 11. Powel et al. Presented at SGO




Check Point Inhibitors
Comb 1nadamoonlsizumab + Bev

PROC KN-B96 Pembrolizumab 400 mg

ENGOT-Ov65 Key Elicibility Criteria (QBW, 18 cycles) +
+ Histologically confirmed epithelial ovarian, fallopian Paclitaxel® 80 ma/m2 Days 1. 8. 15
tube, or primary peritoneal carcinoma of sach (g)3W cyg' % i

* 1 or 2 prior lines of therapy; at least 1 platinum-based
chemotherapy

* Prior anti-PD-1 or anti-PD-L1, PARP} and
bevacizumab permitted

(+ bevacizumab 10 mg/kg Q2W)

Placebo
(QBW, 18 cycles) +
Paclitaxel® 80 mg/m?Days 1, 8, 15
of each Q3W cycle
(£ bevacizumab 10 mg/kg Q2W)

» Radiographic progression within 8 months after the last
dose of platinum-based chemotherapy

+ ECOGPS0or1

Stratification Factors
+ Planned bevacizumab use (yes vs no) Primary Endpoint: PFS per RECIST v1.1 by investigator
* Region (US vs EU vs ROW) Key Secondary: OS

+ PD-L1CPS(<1vs1to<10vs=210)®

N. Colombo presented at
Antonio Gonzalez-Martin MD, PhD ESMO 2025.



Check Point Inhibitors
Comb 1nd4onsi zumab + Bev

PROC KN-B96 / ENGOT-
Ov65

N Goloro KNBSS ESWD 202%

Progression-Free Survival in the CPS 21 and ITT Populations at |A2

CPAZt  Median, R T Medinn, WA
Popumtion  meams  CYONB (98 1) wenths  CS (pe% €1y
Pamsrn Am 52 e o190 Punbre Am 83 e orae
Piacess Arm 72 PP L Lo Placebo Amm 64 stay:  ReW)
b 11280 | 1m0 w04 11200 ; 16mo
a0 RN 1% = 90 VAN L%
- \ . ‘
& a0 L1aen =¥ R e
§ 7044 . ] s 7 - .
- H \ 0 ‘
S0 : : 0 - :
. \ !
A H ! LI N
30 i 20 -
20 . 20
3 ‘ 3
& ' 10 '
. {
. ‘ 2 $
: — - : T r - : . - :
6 & 0@ ow . oM o» W e 0 € 12 9w M % @ 4
No. at risk Yot ronte No. at risk T, unthe
ne 198 T W 12 3 10 22 ! W & W 3 1 0
22 18 ™ =2 S5 2 © 0 21 134 &4 23 6 2 0 @

Median kiiow-uz. 0.4 nooths
e

Huvpeoss wmqund pas BEDST o1 1 iy ovenioune covmrm “hacend v (1] srwrpeed bovest on o Con mgremmon sasel o Fastren! o o oreseds yreied iy #o m

S T AR A TT . P AN M T T e A T e DALt AT e b e o A Dl et e e G
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Key Secondary Endpoint: Overall Survival in the CPS 21 Population at 1A2
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Antonio Gonzalez-Martin MD, PhD

N. Colombo presented at
ESMO 2025.




Primary Endpoint: Overall Survival (ITT)

AGO-OVAR 2.29/ENGOT-ov34:
Trial Design

Main Inclusion Criteria; ( 05
»  Epthelonl cvarinn, fnflcgisn be PLD or 7 5 Primary andpoims:
of frrdnnenl Laon bl »  Overak survival
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Placebo g
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Treatment Effects on OS according to Subgroups

Subgroup Atezo NE  Placebo N/E Hazard Ratio 95% ClI
Overall 285/197 289/221 —s— 0.83 (0.68; 1.01)
PD-L1 atrando
FD-L1 pos 63/40 68/49 < - 0.76 (0.49; 1.17)
PD-L1 neg 153/106 153/124 073 (057;095)  Pinteract=0.18
PD-L1 non-informative/missing 69/51 68/48 I - i 1.18 (0.79; 1.76)
Previous Beva 2 =
No 75/56 83/60 I - 1 118 (0.81;,1.71) ; =0.065
Yes 210141 206/161 —a— 0.74 (059.003)  Fintoract
Planned Chemo
PLD 129/93 135/102 I - i 091 (069;121)  Pirerac= 0.32
Paclitaxel 156/104 154/119 p—a— 0.75 (0.57;0.98)
No of prior lines
1or2 183/128 182/141 —a— 0.83 (0.65; 1.06) =087
3 102/68 107/80 } " { 0.85 061;1.19)  Pinteract= V-
Previous PARPI
No 171120 169130 —a—q 0.86 (0.67;1.11) 077
Yes 114777 120/91 —a— 0.78 (058;1.07)  Pinteract= Y.
Latest previous line containing Pt
No 119/85 139/107 —a— 0.81 (061:1.09)  Pinteract= 0.99
Yes 166/112 149/113 } &+ { 0.87 (0.66; 1.13)
o u.; 1
Ao tale Placeto teller
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RELACORILANT

 Relacorilantis a novel, selective glucocorticoid receptor
antagonist (SGRA) that restores the sensitivity of cancers to
cytotoxic chemotherapy?34

» Phase 2: The addition of relacorilant to nab-paclitaxel extended
PFS (HR 0.66, P=0.038) and showed a trend to improved OS
(HR 0.67, P=0.066) in patients with platinum-resistant ovarian
cancer (PROC)>

» Phase 3 (ROSELLA): Relacorilant + nab-paclitaxel showed
improvements in the dual primary endpoints of PFS (HR 0.70,
P=0.0076) and OS (HR 0.69, P=0.0121) in patients with PROCS

HR, hazard ratio; OS, overall survival; PARP, poly(ADP-ribose) polymerase; PFS, progression-free survival; TTSST, time to second subsequent therapy.

1. Harter, et al. Ann Oncol. 2025;36(2):185-96. 2. Greenstein, et al. Oncotarget. 2021;12(13):1243-55. 3. Stringer-Reasor, et al. Gynecol Oncol. 2015;138(3):656-62. 4. Munster, et al.

Clin Cancer Res. 2022;28(15):3214-24. 5. Colombo, et al. J Clin Oncol. 2023;41(30):4779-89. 6. Olawaiye, et al. Lancet. 2025; 405(10496):2205-2216.

Adapted from Prof. Domenica Lorusso
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Relacorilant Mechanism of Action
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ROSELLA | PHASE 3 TRIAL IN PLATINUM-RESISTANT OVARIAN CANCER

&

Population
= Epithelial ovarian, primary

= 1-3 prior lines of therapy
= Prior bevacizumab required

NCT05257408

x
L 1] L L1 - & &

Relacorilant + Nab-paclitaxel

DAY 1 8 15 28
*Ongoing cycles
Stratification Factors

» Prior lines of therapy (1 vs >1)
» Region (North America vs Europe vs Korea, Australia, & Latin America)

Relacorilant (150 mg PO)

28==_I_| Nab-paclitaxel (80 mg/m? V) 8

T m | Nab-paciitaxel (100 mg/m? V)

Dual Primary Endpoints
= PFSby RECIST v1.1 assessed by

peritoneal or fallopian tube cancer N=381 Open-iabel BICR
SCREENING Randomizati FOLLOW-UP
= ECOG performance status 0 or 1 Day-281t0-1 Nab ltaxel Treatment to = 0S
= Progression >1 to <6 months after ab-paciitaxe progression or Secondary Endpoints
the last dose of platinum therapy* unmanageable
toxicity = PFSby RECIST v1.1 assessed by

Investigator
= Safety

Data cutoff: Feb 24,
2025

Excluding disease with no response or progression <1 month after last dose of platinum therapy in first-line treatment.
ECOG, Eastern Cooperative Oncology Group; 1V, intravenous; OS, overall survival, PFS, progression-free survival; PO, by mouth; RECIST, Response Evaluation Criteria in Solid Tumors.

Prof. Domenica Lorusso
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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https://clinicaltrials.gov/study/NCT05257408

ROSELLA | Relacorilant Improved PFS Assessed by
BICR in the ITT Population’

Relacorilant +
Nab-paclitaxel
N=188
113 (60.1)
6.54 (5.55-7.43)

Nab-paclitaxel
N=193

Events, n (%)
Median PFS, m (95% Cl)

121 (62.7)
5,52 (3.94-5.88)

ROSELLA | Relacorilant Improved OS at an Interim

Analysis in the ITT Population’

Events, n (%)

Relacorilant +
Nab-paclitaxel
N=188
82 (43.6)

Nab-paclitaxel
N=193

110 (57.0)

Median OS, m (95% Cl)

15.97 (13.47-NR) 11.50 (10.02-13.57)

HR (95% Cl) 0.70 (0.54-0.91) HR (95% Cl) 0.69 (0.52-0.92)
= P=0.0076 (Log-rank Test) Nominal P=0.0121 (Log-rank Test)
j\ et '.‘”"'*-5_\ Interim Analysis, Maturity: 50%
F .~. -
; - S
£ &'%T‘\h ; 04 _\‘::-.__\-
,¥ % ‘m a N h.__‘
5 e a \,}k‘ ] o - py S a——
§ 5 \"\_‘ (-] ke
S T i o an- c
0 Rt L -
—r—Q. — — - x ______ o
o [—a— Pebcoriant + nab pecitandl Wb peciiastl monstherasy] - 0 [ Rdcortar b pacitans b i raraeany ]
5 " 4‘ [ ;1 1':v 12 1T£ F o 16 '.'n 20 [y ' 'A .: . jv‘ 1'. :'-( T- 18 2 27
Duration of 1 Survreal (N : Duration of Oversl Survived {Manthe)

The Kaplan-Meier method was used to estimate the curves, median estimates and the 95% confidence intervals (Cl) for progression-free survival in each treatment arm.

The HR and the associated 95% Cl were estimated using a Cox regression model with treatment group as the main effect and stratification factors at randomization as covariates.

Data cutoff: Feb 24, 2025

BICR, blinded-independent central review; Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; m, months; OS, overall survival, PFS, progression-free survival.
1. Olawaiye, et al. Lancet. 2025; 405(10496):2205-2216.

Prof. Domenica Lorusso

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Take home regarding systemic therapy in recurrent
disease

* New options for patients non-eligible for platinum with
improvement in OS
Mirvetuximab Soravtansine if FR-alfa high (> 75%) (EMA approved)
 Relacorilant — nab-paclitaxel (Pending approval)

Weekly pac + Pembrolizumab + Bevacizumab (Pending approval)

 Weekly paclitaxel is the strongest control arm in PROC studies

Antonio Gonzalez-Martin MD, PhD
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Avances terapéuticos en cancer de ovario
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* Primeralinea
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Targets for ADC directed therapy in EOC

Reported
DGIEHEIE  60-100% 70% 5-60% 80-90% 67-92% 46-69%
in OC

Adapted from Toon Van Gorp’s presentation and updated with B7H4 and CLDN6 data
Based on:
Chelariu-RaicuA, et al. Int J Gynecol Cancer 2023;33:420-429
Zhou L, et al. Front. Immunol. 2024; 15:1426050.
Yuceer RO et al. Medicine 2025 Jun 27;104(26):e43110
Antonio Gonzélez-Martin MD, PhD Wang et al. Diagnostic Pathology 2013, 8:190

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




REJOYCE Phase 2
Clinically meaningful tumor responses were seen irrespective of dose?

100
80 R-DXd 4.8 mg/kg, n=36 R-DXd 5.6 mg/kg, n=36 R-DXd 6.4 mg/kg, n=35
€ 50 ORR: 44.4% (95% Cl, 27.9-61.9) 67.1) 73.7)
§ DCR: 75.0% (95% Cl, 57.8-87.9)° DCR: 80.6% (95% Cl, 64.0— DCR: 77.1% (95% Cl, 59.9—
3 40 91.8)b 89.6)°
§
I | S L E
£
g0
520 -
.40
3 -60 '
_80 .
100 W48mgkg ™ 56mgkg ™64 mglkg

Data cutoff: February 26, 2025. The median follow-up for 4.8-mg/kg, 5.6-mg/kg, and 6.4-mg/kg cohorts was 5.6 months (95% Cl, 4.7-6.3), 5.6 months (95% Cl, 4.6-5.8), and 5.2 months (95% Cl, 4.9-5.8), respectively.

aAntitumor response assessed by BICR per RECIST 1.1. Only patients with measurable disease at baseline and 21 post-baseline tumor scan, both by BICR, were included in the waterfall plot (n=100). Six patients (R-DXd 4.8 mg/kg [n=5]; 6.4 mg/kg [n=1]) did not have | _—
measurable disease at baseline and one patient (R-DXd 5.6 mg/kg) had no adequate post-baseline tumor assessment. °DCR was defined as percentage of patients with BOR of CR, PR, or SD (per RECIST 1.1). ESMO
BICR, blinded independent central review; Cl, confidence interval; DCR, disease control rate; ORR, objective response rate; RECIST 1.1, Response Evaluation Criteria in Solid Tumours, version 1.1.
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TUB-040 Efficacy across a wide therapeutic range with complete responses

&

8

(=

Efficacy

ORR2n (%) 6(60)
Coc:?flrmed ORR, n 4 (40)
DCR n (%) 9(90)
Confirmed DCR, n (%) 9 (90)
Confirmed CR, n (%) 0

1. N=66 evaluable patients who had at least 1 RECIST response assessment across doses from 0.5 — 5.3 mg/kg. There were no responses observed at doses below 1.67 mg/kg. 2. Responses of PR/CR per RECIST at a minimum of 1 post-baseline assessment. 3. Efficacy data in
patients treated at 3.3 mg/kg continue to mature. 4. CA125 responses determined per GCIG; 34 responders in 42 CA125 evaluable subjects. CR, complete response; DCR, disease control rate; PR, partial response; SD, stable disease. Data Cut off: 01 September 2025.

PRPR

II sD SDI
R |
sD
PR
i s PA = PR
PR
PR

B Level 3:1.67 mgig [ Levet 4: 2.1 mgikg [ Level 5: 2.50 mgig [ Levet 6: 3.3 mgikg

59% ORR (50% cORR) within 1.67 — 3.3 mg/kg cohorts

f
soglllll soglllll Across 1.67 — 3.3 mg/kg:
SDSDsp Onset of activity at low doses
mpa Pr SOpr Complete response observed
PR CA125 response rate® 81%
PREN = 93% (25/27) of responding patients
PRER are ongoing
— 80% (37/46) of patients remain on
CR

treatment, indicating durable benefit

PRPRPRPA

# Prior mirvetuximab
soravtansine

Dose Levels All evaluable patients
(n=10) (n=12) (n=12) (n=12) (n=46) (n=66)*
8 (67) 7 (58) 6 (50)3 27 (59) 36 (55)
7 (58) 7 (58) 5 (42) 23 (50) 26 (39)
12 (100) 11 (92) 12 (100) 44 (96) e
12 (100) 11 (92) 12 (100) 44 (96) EOIEN
0 1(8) 0 1(2) 1(2) _

xjm



An open-label, randomized, multicenter, phase 3 study of T-DXd with BEV vs BEV
monotherapy as first-line maintenance therapy in HER2-expressing ovarian cancer:
DESTINY-Ovarian01 (DO-01) ENGOT-OV89/GEICO 144-0/GOG-3112/APGOT-0V13

« Histologic dlagnosis of epithelial high

grade ovarian, fallopian tube or primary
peritoneal carcinoma (serous,
endometriold, clear call,
CArCINOSArcomas, mucinous).

FIGO Stage lll or IV

+ HER2 expression per ASCO CAP

gastric guidednes IHC by central tasting

* A minimum of 168 pts HER2
IHC 3+

* B2 pts HER2 IHC 1+

* Non-PD after completion of at least 6

cycles of front-line carboplatin-
paciitaxel +/- bavacizumab (max &
cycles of chemotherapy)®

+ Eligible for bavacizumab maintenance

as per SoC and investigator discretion
and not appropriate for PARP
maintenance as per investigator
discretion (reasons pre-specified and
collected in eCRF)

+ No surgery or completed cytoreductive

surgery (PDS and IDS accepted)

« Measurable and non-measurable

+ Study therapy to start within 12 weeks of

disease allowed

the last dose of platinum-based
chemotherapy

Antonio Gonzalez-Martin MD, PhD

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

Safety run-in cohort

T-DXd 5.4 mg/kg +

Bevacizumab 15 mg/kg Q3W

N=20 for at least 2 cycles
(HER2 IHC 3+/2+/1+%)

> SRC review: proceed to phase 3 if pre-

defined Go criteria is met

“Local testing will be allowed during safety run-

in.

*less than 6 cycles allowed only If
| discontinued platinum-based chemo due to
{oxicity

Randomization Phase 3

,{5[

T-DXd 5.4 mg/kg +
Bevacizumab 15 mg/kg Q3W
J
~
Bevacizumab
15mg/kg Q3W
>

Primary:

* PFS (BICR) in IHC 2+/3+

Key Secondary:

+ OS IHC 2+/3+

Other Secondary:

« OS IHC 2+/3+

« PFS (BICR)ITT

+OSITT

+ ORR in patients with
measurable disease

* PFS by inv

* HRQol

+ Safety

Stratification factors

HER2 IHC 1+ vs 2+ vs 3+

No Residual disease after primary debulking
surgery vs other (includes no surgery)
Serous vs Non-serous histology

Duration of treatment
+ ENHERTU until PD or 34 cydles
* Bevacizumab until PD or 16 cycles

NCT06819007

Primary:

* Target PFS HR 0.7

* Power 87%

+ Control arm PFS 13 month
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Muchas gracias

Antonio Gonzalez-Martin
Cancer Center Clinica Universidad de Navarra
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