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First-line maintenance therapy

» Olaparib (SOLO-1)
» Niraparib (PRIMA)
» Olaparib+Bevacizumab (PAOLA-1)

» Rucaparib (ATHENA-MONO) — updated in 2026 ESMO clinical practice guideline
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Rucaparib (ATHENA-MONO)

>
ATHENA-MONO: rucaparib first-line maintenance
_ All-comers: rucaparib x2 years vs placebo after
EEl Rucaparib .
30 28.7 BScebo response to platinum
@ 55 ITT PFS: 20.2 vs 9.2 months (HR 0.52)
S 20.2 HRD-positive PFS: 28.7 vs 11.3 months (HR 0.47,
§ 20 95% Cl 0.31-0.72)
o 15 HRD-negative: more modest benefit, consistent
s 11.3 . :
A 9.2 with the HR gradient
S 10
=
5
0
ITT HRD+

ITT HR 0.52 - HRD+ HR 0.47 (0.31-0.72)

Monk et al. J Clin Oncol 2022; 5-yr interim update Ann Oncol 2025. ATHENA-MONO/GOG-3020/ENGOT-ov45.
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Rucaparib (ATHENA-MONO)

100 1 Group Median 95% CI
90 Rucaparib 28.7 23.0to NR
80 Placebo 11.3 9.1to 221
70 4 Log-rank P=.0004

HR, 0.47; 95% Cl, 0.31 to 0.72

PFS (%)

0 3 6 9 12 15 18 21 24 27 30 33 36 39

Time (months)
No. at risk (events):
Rucaparib 185 (0} 175(3) 1651(12) 143(31) 127(46) 110(60} 100 (66)
Placebo 49 (0} 43 (5) 35 (13) 32 {16) 22 (25)

82(71) 59(74) 36(78) 22(79) 12 (80) 3(80) 0(80)
21(26) 18(28) 11(29) 8 (30) 41(31} 2(31) 0(31)

w

100 1 Group Median 95% CI
90 Rucaparib 20.2 15.2t0 24.7
80 Placebo 9.2 8.3t012.2
70 Log-rank P < .0001
B-\‘—c" 50 HR, 0.52; 95% Cl, 0.40 to 0.68
& 50 fmmmmmmm e e T R o m e m e e e m e
& 40
30
20
10

Time (months)
Mo. at risk (events):
Rucaparib 427 (0}
111 (0)

398 (15) 351(57) 298 (101) 245(149) 213 (176) 190 (193) 151(207) 114 (214) 67 (224) 42(226) 23 (229}
97(11) 72 (34) 60 (44) 42(61) 39(64) 31(69) 18(75) 14(76) 8(78) 5(78) 3(78)

7(2300 0(230)

Placebo 1(78) 0(78)

B HIXE HASUZS A AL 2L

HRD+
- median PFS: 28.7mo vs. 11.3mo
(p=0.0004, HR 0.47 (0.31-0.72)

ITT
- median PFS: 20.2mo vs. 9.2mo
(p<0.0001, HR 0.52 (0.40-0.68)

CHetFelES ersts|
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Newly diagnosed EOC (FIGO stage IlI-IV)

N
Low Likelihood of complete High
| cytoreduction [lll, A] |
¥/ N
Adequate biopsy tissue for histology . .
and molecular testing [il, A] il ey

Vg N
BRCA1/2 (germline and/or somatic) and BRCAT1/2 (germline and/or somatic) and
HRD status testing [I, A; ESCAT I-A]® HRD status testing [, A; ESCAT I-A]?

3 cycles of neoadjuvant
paclitaxel-carboplatin alone [l, A]
or with bevacizumab [ll, B]

Interval cytoreductive Interval cytoreductive surgery not
surgery possible possible and no overt disease progression

Interval cytoreductive surgery [1, A],
followed by 3 cycles of

3 cycles of paclitaxel-carboplatin
alone [I,A]
or with bevacizumab [, B]

6 cycles of paclitaxel-carboplatin

alone or with bevacizumab
[1, A; MCBS 3]b<

paclitaxel—carboplatin alone [l, A]
or with bevacizumab [ll, A]

v ¢ v
A4 N N )
BRCA1/2-mutated BRCA1/2-wt/HRD-positive BRCA1/2-wt/HRD-negative

Maintenance with:
Rucaparib (2 years)® [I, A; MCBS 3]°
Niraparib (3 years)® [I, A; MCBS 2]°

Olaparib (2 years)

Maintenance with:
Olaparib (2 years)? [I, A; MCBS 4]°
Olaparib (2 years)
with bevacizumab (15 months)*¢

Maintenance with:
Bevacizumab [1,A]

Rucaparib (2 years) [l, B; MCBS 3]°
Niraparib (3 years)? [l, B; MCBS 2]°
[1, A; MCBS 3]°
Rucaparib (2 years)® [l, A; MCBS 3]°
Niraparib (3 years)® I, A; MCBS 2]°

with bevacizumab (15 months)®e
01, A; MCBS 1]°

LSt oI E oSt
Korean Society of Gynecologic Oncology
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Platinum-sensitive recurrence (PSOC)

» Platinum-based combination CTx +/- Bevacizumab

» Second-line maintenance with PARPI
- Narrowed PARPI indications (FDA) d/t no significant OS improvements

- Use of PARPI in post recurrence setting is restricted to BRCA1/2 mutated EOC.

of <77 kg, and/or a platelet count of <150, 000/mm?®

Regimen Dose/Administration Maintenance Setting Duration

Niraparib + 300 mg PO once daily (or an initial dose of 200 mg | Post-primary chemotherapy - Up to 36 Months unless disease progression or unacceptable toxicity®
pth 23| once daily for patients with a baseline body welght a — - ¢

monotnerapy Post-recurrence chemotherapy? | » Until disease progression or unacceptable toxicity

Post-primary chemotherapy

» Up to 2 Years unless disease progression or unacceptable toxicityrb

Bevacizumab'° <77 kg, and/or a platelet count of <150,000/mm?)
* Bevacizumab: 15 mg/kg IV every 21 Days

Bevacizumab

Olaparib . .

46 | * 300 mg PO twice dail
monotherapy g Y Post-recurrence chemotherapy? | » Until disease progression or unacceptable toxicity®

; Post-primary chemothera - Up to 2 Years unless disease progression or unacceptable toxicity®

Rucapﬁrlb 78 | + 600 mg PO twice daily primary Py _ P i : prog o P Yy
monotherapy ' Post-recurrence chemotherapy? | « Until disease progression or unacceptable toxicity

. . . . . o » Olaparib: Up to 2 Years unless disease progression or unacceptable toxicity
Olaparib + Qlaparib 300 mg PO twice daily Post-primary chemotherapy + = Bevacizumab: Up to 15 Months (total including chemotherapy) unless
Bevacizumab + Bevacizumab 15 mg/kg IV every 21 days Bevacizumab disease progression or unacceptable toxicity

; ; » Niraparib: 300 mg PO once daily (or 200 mg once : = Niraparib: Up to 3 Years unless disease progression or unacceptable toxicit

Niraparib + daily for patients with a baseline body weight of Post-primary chemotherapy + |, Bevgcizuh“la?:: Up to 15 Months (total inc?ud?ng chemotherapy)?.mless Y

disease progression or unacceptable toxicity

8 Use of PARPI maintenance in post recurrence setting is restricted to BRCA1/2 mutated setting
P |n studies, treatment was continued for those whose disease was not in CR at 2 years (olaparib, rucaparib) or 3 years (niraparib).

o 5"2
€ Clinical trials in the recurrent setting included PARPI maintenance until progression. However, exposure to prolonged PARPI maintenance >2 years in the recurrent setting may increase m.wmm!
risk of MDS/AML development.
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Platinum-resistant recurrence (PROC)
» Mirvetuximab soravtansine (MIRASOL)

» Other ADCs
» Albumin-bound palictaxel/Relacorilant (ROSELLA)

» Weekly palictaxel/Pembrolizumab+/-Bevz (KEYNOTE-B96)
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-resistant recurrence (PROC

NUUTN'OUTTeITeS VersiOIma.2uLg - oo e m mns rmse

NCCN Guidelines Index

Table of Contents

Discussion

PRINCIPLES OF SYSTEMIC THERAPY
Acceptable Recurrence Therapies for Epithelial Ovarian (including LCOC)P/Fallopian Tube/Primary Peritoneal Cancer

Recurrence Therapy for Platinum-Resistant Disease (alphabetical order)

Preferred

Other Recommended

Useful in Certain Circumstances

+ Albumin-bound Paclitaxel/

Relacorilant*:Y:

+ Docetaxel*”

« Gemcitabine*647

« Liposomal Doxorubicin#é47

+ Liposomal Doxorubicin +
Bevacizumab"48

« Paclitaxel (Weekly)"*2

+ Paclitaxel (Weekly) + Bevacizumab48

+» Oral Cyclophosphamide +
Bevacizumab"°?

« Topotecan®':32

« Topotecan + Bevacizumab™48

Targeted Therapy (single agents

«Virvefiximab soraviansine-gynx (for
FRo-expressing tumors [275% positive
tumor cells])(category 1)"’53'

\

Cytotoxic Therapy!

« Albumin-bound Paclitaxel

+ Capecitabine

» Carboplatin?

+ Carboplatin/Docetaxel®

« Carboplatin/Paclitaxel (Weekly)"2

« Carboplatin/Gemcitabine'® + Bevacizumab"$218

« Carboplatin/Liposomal Doxorubicin'? + Bevacizumab'z 18

« Carboplatin/Paclitaxel™® + Bevacizumab$%20

« Cisplatin/Gemcitabine??’

* Cyclophosphamide

+ Doxorubicin

« Gemcitabine + Bevacizumab"®®

+ [fosfamide/Mesna

+ Irinotecan

« Ixabepilone + Bevacizumab (category 2B)"2a-56

* Oral Cyclopho%}hamide + Pembrolizumab +
Bevacizumab"°7-58

» Oral Etoposide™

+ Oxaliplatin

+ Paclitaxel

* Pemetrexed

+ Sorafenib/Topotecan®®

* Vinorelbine

Targeted Thera single agents
« Bevacizumab"=>-
» Pazopanib (category 2B)®

Hormone Therapy
+ Aromatase inhibitors (Anastrozole, Exemestane,

Letrozole)
+ Goserelin acetate
* Leuprolide acetate
+ Megestrol acetate
« Tamoxifenk

» Albumin-bound Paclitaxel/Carboplatin (for confirmed taxane
hypersensitivity)*
« Carboplatin/Paclitaxel (for age >70)M42

Immunotherapy”
+ Dostarlimab-gxly (for dAMMR/MSI-H recurrent or advanced
fumors)

+ Paclitaxel + Pembrolizumab + Bevacizumab (for PD-L1-
positive tumors [CPS21])"s-bb.81

+ Pembrolizumab (for patients with MSI-H or dMMR solid
tumors, or TMB-H tumors 210 mutations/megabase)**
« For clear-cell carcinoma
» Ipilimumab + Nivolumab®2-63

Hormone Therapy
+ Fulvestrant (for low-grade serous carcinoma)

Targeted Therapy'
« Dabrafenib/Trametinib (for BRAF VG0OE positive tumors)®°
« Entrectinib®! or Larotrectinib®? or Repotrectinib®? (for
NTRK1/2/3 gene fusion-positive tumors)
+ Fam-trastuzumab deruxtecan-nxki (for HER2-positive
tumors [IHC 3+ or 2+])%
« Mirvetuximab soravtansine-gynx + Bevacizumab éfor FRa-
expressing tumors [225% positive tumor cells])3¢:84.65
« Selpercatinib (for RET gene fusion-positive tumors)®”
« For low-grade serous carcinoma:
» Avutometinib/Defactinib (for KRAS-mutated tumors)®
» Trametinib®®
» Binimetinib (category 2B)*04
« For mucinous carcinoma:
» FOLFIRI + Bevacizumab' (category 2B)%5-59

CHetFelES ersts|
Korean Society of Gynecologic Oncology
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» Mirvetuximab soravtansine (MIRASOL)

Patient Population
(N=453)

Enrollment and Key Eligibility
Platinum-resistant disease
(PFI <6 mo)

FRa detected by IHC with PS2+ intensity
among 275% of viable tumor cells

High-grade serous histology

1° platinum-refractory disease excluded
(primary PFI <3 mo)

1-3 prior lines of therapy
Prior BEV and PARPI allowed
Patients with BRCA mutations allowed

1:1 Randomization

Treatment Regimen-Experimental

MIRV
(6 mg/kg AIBW Q3W)

Treatment Regimen-Control

Investigator’s Choice

Chemotherapy
(Paclitaxel, PLD, or Topotecan)

Stratification Factors
IC chemo: paclitaxel, PLD, or topotecan
Prior lines of therapy: 1 vs 2 vs 3

Primary Endpoint

PFS by INV
(BICR sensitivity analysis)

Key Secondary Endpoints

1) ORR by INV
2) 0S
3) PROs?

Secondary Endpoints
Safety and tolerability
DOR
CA-125 responseP
PFS2

= E-Xe] 7 T
) it elEsts]
/:/  Korean Society of Gynecologic Oncology
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Platinum-resistant recurrence (PROC)
» M

irvetuximab soravtansine (MIRASOL)

Table 2. Investigator-Assessed Objective Response and Other Secondary Efficacy End Points (Intention-to-Treat Population).

End Point

Key secondary end point
Investigator-assessed objective responset
Participants with response — no.
% (95% Cl)
Best overall response — no. (%)
Complete response
Partial response
Stable diseasef|
Progressive disease
Not evaluable
Other secondary end points
Median duration of response (95% Cl) — mo¥
CA-125 response|

Participants with response — no./total no.
of evaluable participants

% (95% Cl)

|

emothera reatment s Ratio or
MIRV Chemotherapy T Odds Rati
= = ifference azard Ratio*
N=227 N=226 Diffe H d Ratio®
percentage points
96 36

42.3 (35.8-49.0)

15.9 (11.4-21.4)

] 26.4 (18.4-34.4) 3.81 (2.44-5.94)%

12 (5.3)
84 (37.0)
86 (37.9)
31 (13.7)
14 (6.2)

0
36 (15.9)
91 (40.3)
62 (27.4)
37 (16.4)

6.77 (5.62-8.31)

4.47 (4.17-5.82)

0.62 (0.40-0.97)

105/181

58.0 (50.5-65.3)

47/155

30.3 (23.2-38.2)

277 (17.5-37.9)

LRI EE

7 Korean Society of Gynecologic Oncology
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Platinum-resistant recurrence (PROC)
» Mirvetuximab soravtansine (MIRASOL)

- Primary Endpoint: Progression-Free Survival by Investigator

taHel H20X Z29AL 23S - HOXt EMMEY HZEE - H1X SASYZIS AL AT I

J

1.0

-

E 0.8

'§ mPFS (95% CI) 5.62 (4.34, 5.95) 3.98 (2.86, 4.47)

o

g 0.6 = Events, n (%) 176 (77.5) 166 (73.5)

% HR (95% CI) 0.65 (0.52, 0.81)

@ -value <0.0001

O 04- P

[T

| =

=]

W

2]

%’, 0.2 -

4

m . .
+ Censored o L

0.0 —_—
[ [ [ [ [ [ [ [ [ |
0 3 6 9 12 15 18 21 24 27
Time (months)

No. Participants at Risk MIRV IC Chemo
MIRV 227 151 89 38 18 10 3 3 1 0
IC Chemo 226 98 48 19 5 3 2 1 0
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Platinum-resistant recurrence (PROC)
» Mirvetuximab soravtansine (MIRASOL)

- Overall Survival

1.0 —
0.8 —
0.6 —

0.4 —

Survival Probability

0.2

+ Censored
0.0

IC Chemo
(n=226)

mOS (95% ClI)

16.46 (14.46, 24.57)

12.75 (10.91, 14.36)

Events, n (%)

90 (39.6)

114 (50.4)

HR (95% CI)

0.67 (0.50, 0.89)

p-value?

0.0046

I I
0 3

No. Participants at Risk

MIRV 227 204
IC Chemo 226 185

175
157

9 12 15 18
Time (months)
MIRV IC Chemo
128 82 53 28
107 68 39 18

21 24
15 9
9 5

27 30
4 0

5?' 2 L StHO| = k5t
- 0 ;Edﬁf JLaQEQ&ELEime




PART 1 - Companion Diagnostic

VENTANA FOLR1 (FOLR1-2.1) RxDx Assay — PS2+ EHEH

o5 AN FRo 28 77t 25
T2t PS2+ H|E A ofnj
» Membrane HMT FaF WL (M=ZH GM2 IR0 7 5) o < oo VIRY F25 ofd
» Viable SYMZ0HM HMZBES 1+ /2+ /3+E T+&
Low 25 — 49% MIRV H&Z OtH
- 2 A gM ZSAUMNEO| HE(%)S ME
Medium 50 — 74% YA HHOM A

= PS2+ score = ‘22+ A’ HMEl ZQFM|EO| H|E (%)

Al 29/ Z&F Lf O/|Z & (heterogeneity)O] Sl= &R LHEHE U= o2

QUMK O 2 ' I (high) 7|&Ql PS2+ >75%7} Elahere £04
= JIE O25ia, BIf SYME 5 & 1007 0/&E HE B

o
|-o

[El
ne
r
n
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kI
o



Clinical Diagnosis Positive

Figure 1: Positive case by VENTANA FOLR1 (FOLR1-2. 1) RxDx Assay with Figure 2: Positive case by VENTANA FOLR1 (FOLR1-2.1) RxDx Assay with
98% moderate and strong membrane staining 95% moderate and strong membrane staining

Clinical Diagnosis Negative

g > » 49, oo o
‘) N : 73# \ 1 \ ‘.:;_" -
- ! | o .6\‘.‘3 : : .-a\ . . -
* “5a : L ,
A e S
A7 * [ ¥ 3
' . ‘6 3 ”'?# g . - .\‘ - '
:"_" y Q ) '.‘; . . ‘:
- A w s - SR
Figure 3: Negative case by VENTANA FOLR1 (FOLR1-2.1) RxDx Assay Figure 4: Negative case by VENTANA FOLR1 (FOLR1-2.1) RxDx Assay

staining with 20% moderate and strong membrane staining staining with 7% moderate and strong membrane staining
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Antibody-Drug Conjugate (ADC)

Development of ADCs

First generation
ADCs

e.g. T-DM1

-New linker technologies (T DAR);
-improved conjugation chemistry;
-membrane-permeable payloads

Next-generation
ADCs

- T therapeutic index
- bystander effect;
- Ttissue agnostic profile.

# ADCs entering clinical development

60

55

50

45 -

40 -

35+

30 A

25+

20+

15

10

Approved by FDA
In clinical development

Discontinued

1985 1990 1995 2000 2005 2010 2015 2020 Aug
2024

Year

Tarantino P et al., CA Cancer J Clin 2022;72:165-182.
Colombo R et al., Cancer Discov 2024;14:2089-2108.
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Number of new ADCs
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Antibod
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- Current landscape

50

454

404

354

. Tubulin binders

. Topoisomerase 1inhibitors

. DNA targeting

. Other

. Undisclosed

T 20m

2012

2013

2014

13

|

=2l 20Xk

A2 YU3E - HoXt Sotd

y-Drug Conjugate

2015

2016 2017

Year

2018

2019

2020

2021

2022

= =~
=9 HZZ - WX 2oUSYZtS A AL 5L
Target \
& 30 M rhasel W phasell M Phase Il [l Launched/filed
2 20 16 15
G 10 8 8 7 6 4 4 4
S o - B O e e —— oo
HER2 TROP2 Claudin-18 B7-H3 FRa c-Met Nectin-4 B/7-H4 CD22 EGFR
Payload MoA
& a0 81
=
w 45
o 15
fe 0 — 2 1 1 1 1 1 1
= Anti- Topo-1 DNA STING  Apoptotic GRM GSPT1 RNAPolIl TLR7/8 TLR9
mitotic  inhibitor alkylator agonist inducer agonist degrader inhibitor agonist agonist
arrier
8 150 144
g 100
T =0
s 3 3 2 2 2 1 1 i .
Ab; Bipara- pH-sensitive Ab; Ab; Bi- Bipara- Bipara-  scFvFc Undis-
IgG1  tropic Ab; Ab; IgG1 1gG2 lgG4 specific tropic Ab; tropic homodimer closed
Linker 51 1gG1 Ab; IgG1 1gGl/scFv Ab; 1gG4
& s0
=
5 25 15 10 5 A
g 5 . 3 3 3 3 2
VC- GGFG- VA- SMCC B- Fleximer PEG SPDB TMALIN AAA-
peptide peptide peptide glucuronide platform peptide
Conjugation
8 604 54
a
'f 30
o 13
. 7
ZO - - _ L A 4 A 3 3 - - 3
Cysteine  Lysine Engineered Site-specific ConjuAll  DITAC Glyco- Click Glutamine iLDC
reduction cysteine  cysteine platform platform Connect chemistry platform

Nat Rev Drug Discov 2023;22:641, Nat Rev Drug Discov 2024;23:577
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Antibody-Drug Conjugate (ADC)

3 major payload classes

* Microtubule inhibitors £35 s EA
- Auristatin : MMAE (vedotin), MMAF égﬁ !wnmm > S— A |
- Maytansinoid : DM1, DM4 (soravtansine). '8 mmm:‘”"’ 3

» DNA-damaging agents (DNA-targeting agents) % | a0 “scsson minor Topoisomarsse
- Calicheamicin, PBD dimers, duocarmycins. g DNA cleavage Anti-Topoisomerase  C

» Topoisomerase | inhibitors

- DXd
m) ADC (targeted chemotherapy) is still Chemotherapy !

- SN-38 (active metabolite of irinotecan)
- Other camptothecin derivatives

Nat Rev Drug Discov 2023;22:641, Nat Rev Drug Discov 2024;23:577
gf’m"‘ CHEHROIZ OF5t 3|
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Antibody-Drug Conjugate (ADC)

Antibody-Drug Conjugate Target Landscape in HGSOC

Overall positivity and level of expression across candidate IHC targets — high-grade serous ovarian cancer

TROP2 26.5 29.8 99% expression

FOIate receptor “ ” o expreSSion
CIaUdin 6 P expreSSion
IHC intensity
HER2 18 41% expression HEm Strong (34 / high)
I Moderate (2+ / medium)

Weak (1+ / low)

0 20 40 60 80 100
Cases (%)

Bars stacked by IHC intensity; total expression labeled at right. FRa four-tier intensity (high 36% / medium 28% [/ low 15% / negative 21%) — 21% negative, so 79% express.
Claudin 6 reported as total expression without a full intensity split.

Leung et al. ) Gynecol Oncl 2025; Deutschman E, et al. Arch Pathol Lab Med. 2025;149:930-937; Hamagawa K et al. ESMO
Gyne 2025; Ettorre VM et al. Int ) Gynecol Cancer 2025; Dum D et al. Pathobiology 2022; Liang L et al. Hum Pathol. 2017

) ChsHE oIz orsts|
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Platinum-resistant recurrence (PROC)

» Trastuzumab deruxtecan (DESTINY-PanTumor2)
- Open-label phase |l study with T-DXd (5.4 mg/kg g 3wks)

- HERZ2-expressing (IHC 3+/2+) locally advanced or metastatic disease
after 21 systemic treatment or without alternative treatments

I

A

100 4
90 846
80
= 70
= 60
o a
o b6.3 56.3
= i
o b0 44.4
E 40 4 %68 39.0
hé . 35.0
S 30.0
3 30 4
" 22.0 ct ; rJG
20 4 £ s £
0 0 mmm o
n= 40 13 17 40 8 20 40 11 19 41 16 20 40 9 16 41 16 14 25 2 19
Endometrial Cervical Ovarian Bladder Other® BTC Pancreatic
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Platinum-resistant recurrence (PROC)
» Trastuzumab deruxtecan (DESTINY-PanTumor2)

J

1.0 - Median PFS in months (95% CI} Median OS in months (95% CI
—— COvari : IHC 3+ 20.0 (3.8-NF}
—_ —— QOvarian cancer: IHC 3+ 12.5 (3.1-NA) — Arian canear: ik 22
é- B 'Ep 0.8 4 = Owarian cancer: IHC 2+ 13.0 (4.7-21.9)
L 0.8 —te (Owvarian cancer: IHC 2+ 4.1 (2.3-12.6) =
= B = == COrvarian cancer: Total 13.2 (BO0-17.7)
= = (Jvarian cancer: Total 5.9 (4.0-8.3 0
[ m 06
= 0.6 — 0
=]
2 e
S 04 S 04
)
EE 0.2 |- o 02 4 -
l = = .
| | | | | | | | | | | | | | | | | | | | |
0o 3 & & 12 15 18 21 24 27 30 33
0 3 6 9 12 15 18 21 24 27 30
. . . Time Since First Dose (months)
Time Since First Dose (months)
Mo. at risk:
Mo. at risk:

o e Ovarian cancer: IHC 3+ m M 8 8 7 T & 4 3 2z 1 0
G"”f“" cancer: [HC 3+ mowo8 5 5 e 3 0 Owarian cancar: [HC 2+ W 18 13 12 M &8 €& & 4 1 0
Ovarian cancer: [HC 2+ e 8 5 5 4 2 2 1 ! 0 Ovarian cancer: Total 40 38 30 ¥ 2 17 13 M & 3 1 0
Owarian cancer: Total 40 28 17 12 1 9 7 B 1 1
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Korean Society of Gynecologic Oncology

J Clin Oncol 2024;42(1):47-58
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Antibody-Drug Conjugate (ADC)

Overall positivity and level of expression across candidate IHC targets — high-grade serous ovarian cancer

TROP2 26.5 29.8 99% expression

FOIate receptor “ ” o expreSSion
CIaUdin 6 P expreSSion
IHC intensity
HER2 18 41% expression HEm Strong (34 / high)
I Moderate (2+ / medium)

Weak (1+ / low)

0 20 40 60 80 100
Cases (%)

Bars stacked by IHC intensity; total expression labeled at right. FRa four-tier intensity (high 36% / medium 28% [/ low 15% / negative 21%) — 21% negative, so 79% express.
Claudin 6 reported as total expression without a full intensity split.

Leung et al. ) Gynecol Oncl 2025; Deutschman E, et al. Arch Pathol Lab Med. 2025;149:930-937; Hamagawa K et al. ESMO
Gyne 2025; Ettorre VM et al. Int ) Gynecol Cancer 2025; Dum D et al. Pathobiology 2022; Liang L et al. Hum Pathol. 2017

) ChsHE oIz orsts|
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Platinum-resistant recurrence (PROC)

» Raludotatug deruxtecan (R-DXd)
- CDH6(Cadherin 6)-directed ADC

(CDH®6: calcium-dependent cell adhesion glycoprotein, a mediator of cell-cell adhesion
- Covalently linked to TOPO I inhibitor payload

taHel H20X Z29AL 23S - HOXt EMMEY HZEE - H1X SASYZIS AL AT I

J

(Drug-to-antibody ratio = 8)

Humanized anti-CDH6
IgG1 mAbP Deruxtecan®’

A
£ NPT PN P | |
& Lol
® o d 8{;@0
H,C N HO “—CHy
F

Cleavable tetrapeptide-based linker TOPO | inhibitor payload (DXd)
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Platinum-resistant recurrence (PROC
» REJOICE-Ovarian01, phase 2/3

20264 [Her2 21 S Asts| oHA OlAl 3% - H9Xt 2utH

J

)

SLUA ALBH

(- )
Key eligibility criteria: Phase 2 > Follow-up Phase 3 > Follow-up
» High-grade serous or endometrioid R-DXd IV Q3W
ovarian, primary peritoneal, or ' R-DXd IV Q3W
fallopian tube cancer 4.8 mg/kg
» 1-3 prior LOT (inc. bevacizumab) R-DXd at RP3D
 Platinum-resistant disease
- Prior MIRV if high FRa@ 2.6 mg/kg
« ECOG PS 0-1 TPC
* No prior CDH6-targeting agents or 6.4 ma/k téggtrgggﬁbiggélﬁé_%l)
ADCs with linked TOPO | inhibitor -4 Myaikg '
+ Patients with primary platinum- Until PD,® death, lost to FU, Until PD,? death, lost to FU,
refractory disease are not eligible other reason other reason
\. J

Stratification:

» Number of prior LOT (1 vs 2/3)
» CDHG6 expression (high vs low)
» TPC (paclitaxel vs others; FPh 3 only)

Key secondary endpoints:
« ORR perinvP
« DOR

Primary endpoints:
+ ORR per BICRP

Primary endpoints:

+ ORR per BICRP
+ PFS per BICRP

Key secondary endpoints:

+ OS
+ QOL

5 TEHoISorsts)
A '.!' Korean Society of Gynecologic Oncology
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Best change in sum of diameters from baseline (%)
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Platinum-resistant recurrence (PROC)
» REJOICE 01: Phase 2

100

80

60

40

20

-20

40

-60

-80

-100

R-DXd 4.8 mg/kg, n=36 R-DXd 5.6 mg/kg, n=36 R-DXd 6.4 mg/kg, n=35
ORR: 44.4% (95% ClI, 27.9-61.9) ORR: 50.0% (95% ClI, 32.9-67.1) ORR: 57.1% (95% ClI, 39.4-73.7)
DCR: 75.0% (95% Cl, 57.8-87.9) DCR: 80.6% (95% Cl, 64.0-91.8)° DCR: 77.1% (95% Cl, 59.9-89.6)°

W56 W64
- mg/kg mg/kg mg/kg




Ray-Coquard MK-5909 REJOICE-OV01 ESMO 2025

R-DXd Treatment Was Associated With Rapid Responses at
All Doses

-

o

o
A

100 - 100
R-DXd 4.8 mg/kg R-DXd 5.6 mg/kg R-DXd 6.4 mg/kg

1 n=312 8.9 n=35? 80 1 n=342

8 &8 8 8

Change from baseline in sum of diameters in target lesions (%)

0 6 12 18 24 30 36 0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time from enroliment (weeks) Time from enroliment (weeks) Time from enroliment (weeks)

Median TTR:® 7.1 weeks (range, 5.4-18.7) Median TTR:® 6.6 weeks (range, 5.1-18.3) Median TTR:® 7.2 weeks (range, 5.3-19.1)

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% CI, 4.6-5.8), and 5.2 months (95% Cl, 4.9-5.8), respectively.
*Antitumor response assessed by BICR per RECIST 1.1. Only patients with measurable disease at baseline and =1 post-baseline tumor scan, both by BICR, were included in the spider plots (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. By BICR per RECIST 1.1. Overall median TTR was 7.1 weeks (range, 5.1—
19.1).

BICR, blinded independent central review; Cl, confidence interval; RECIST 1.1, Response Evaluation Criteria in Solid Tumours, version 1.1; TTR, time to response.




 Distribution of CDH6 (A) and FRa (B) expression and their association (C) in platinum-resistant OC tumors

Figure 1
A CDH6 expression B FRa expression
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Median (range): 77.0% (0%-100%) Median (range): 35.0% (0%—100%)

CDH6, cadherin-6; FRa, folate receptor alpha; OC, ovarian cancer.
Moore K et al. Presented at: Society of Gynecologic Oncology Annual Meeting on Women'’s Cancer; April 10-13, 2026; San Juan, PR, USA. Abstract 1591.
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FRa-positive membrane staining at 2+/3+ intensity, %

Total sample N=184
n (%)

Positive (275%)

FRa expression (%)

Negative (<75%)

Positive (21%)

57 (31.0)

115 (62.5)

CDH6 expression
Negative (<1%)

0

12 (6.5)
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Antibody-Drug Conjugate (ADC)

Antibody-Drug Conjugate Target Landscape in HGSOC

Overall positivity and level of expression across candidate IHC targets — high-grade serous ovarian cancer

TROPZ — o e expreSSion

FOIate receptor “ ” o expreSSion
CIaUdin 6 P expreSSion
IHC intensity
HER2 18 41% expression HEm Strong (34 / high)
I Moderate (2+ / medium)

Weak (1+ / low)

0 20 40 60 80 100
Cases (%)

Bars stacked by IHC intensity; total expression labeled at right. FRa four-tier intensity (high 36% / medium 28% [/ low 15% / negative 21%) — 21% negative, so 79% express.
Claudin 6 reported as total expression without a full intensity split.

Leung et al. ) Gynecol Oncl 2025; Deutschman E, et al. Arch Pathol Lab Med. 2025;149:930-937; Hamagawa K et al. ESMO
Gyne 2025; Ettorre VM et al. Int ) Gynecol Cancer 2025; Dum D et al. Pathobiology 2022; Liang L et al. Hum Pathol. 2017

) ChsHE oIz orsts|

/] Korean Society of Gynecologic Oncology
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Platinum-resistant recurrence (PROC)

» Sacituzumab tirumotecan (Sac-TMT)
- Anti-TROP2 ADC, conjugated to a TOPO I inhibitor payload (DAR = 7.4)

Best percentage change from baseline for target lesions
7 Confirmed Partial Response
Il Stable Disease

J

ORR, % (n/N) 40.0 (16/40) B 1 W Progressive Disease
Confirmed ORR 35.0 (14/40) =
TROP2 H-score >200 61.5 (8/13) S
Platinum-resistant 37.1 (13/35) =
DCR, % (n/N) 75.0 (30/40) “; __________
PR 40.0 (16/40) g
SD 35.0 (14/40) &
& -60-
DOR, % (n/N) o
Median (range), months 5.3 (2.1, 24.4+) -80-
PFS 100 -
Median (95% ClI), months 6.0 (3.9, 7.3)

“Responses assessed per RECIST v1.1 by investigator
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Platinum-resistant recurrence (PROC)

Relacorilant Mechanism of Action

» GR antagonist Relacorilant + nab-Paclitaxel (ROSELLA) haandlint @ C

- Glucocorticoid receptor (GR), a marker of poor prognosis in EOC e ©¢
. . vye Multi;’oteian_\ O -
- GR signaling reduces sensitivity to chemotherapy o e

- Relacorilant
. a selective GR antagonist that restores the chemosensitivity

Taxane-induced
Microtubule Apoptotic Cell Pro-apoptotic
Disruption Death BCL2 Proteins

Pro-apoptotic Synergy with Taxanes




ROSELLA | Study Schema

o0 YY) ase & o+ Relacorilant (150 mg PO) e
. L L L jI_® | Nab-paclitaxel (80 mg/m? 1V) i )
Population DAY 1 8 15 2 ' Dual Primary Endpoints
= Epithelial ovarian, primary = Progression-free survival (PFS) by
peritoneal, or fallopian tube Ness1 Relacorilant + Nab-paclitaxel RECIST v1.1 per bllndeq
cancer Open-abel independent central review
» ECOG performance status i:fi:zl:ls randomzaton FOLLOW-UR = Overall survival (OS)
Oor1 - Nab-paclitaxel Treatment to )
_ P progression or Secondary EndlentS
» Progression <6 months after unmanageable toxicity
the last dose of platinum . = PFS by RECIST v1.1 per Investigator
therapy (excluding no . I. I. I. | [ ] ! Nab-paclitaxel (100 mg/m? 1V) - ORR, DoR, CBR (RECIST v1.1)
response to, or progression DAY 1 8 15 28 o
in <1 month of primary *Ongoing cycles * Response by CA-125 GCIG criteria
platinum) » Combined response (RECIST v1.1
= 1-3 prior lines of therapy Stratification Factors and CA-125 GCIG criteria)
= Prior bevacizumab required > Prior lines of therapy (1 vs >1) ' _ . = Safety
» Region (North America vs Europe vs Korea, Australia, & Latin America)

NCT05257408 First patient enrolled: Jan 5, 2023
Last patient enrolled: Apr 8, 2024
Primary results data cutoff: Feb 24, 2025
Final OS data cutoff: Jan 8, 2026
Conducted at 117 sites in 14 countries.

CA, cancer antigen; CBR, clinical benefit rate; DoR, duration of response; ECOG, Eastern Cooperative Oncology Group; GCIG, Gynecologic Cancer Intergroup; IV, intravenous; O
RR, objective response rate; PO, by mouth; RECIST, Response Evaluation Criteria in Solid Tumors.

Presented By: Alexander B. Olawaiye, MD, SGO 2026


https://clinicaltrials.gov/study/NCT05257408

ROSELLA | Progression-Free Survival — BICR (Primary Analysis)

100 Relacorilant + .
. Nab-paclitaxel
Nab-paclitaxel N=193
N=188

804 Events, n (%) 113 (60.1) 121 (62.7)
9 . 6m PFS Median PFS, m B B
% o , (95% Cl) 6.5 (5.6-7.4) 5.5 (3.9-5.9)
2
£ 604 %& m HR (95% Cl) 0.70 (0.54-0.91)
w -e-'_-e !
@ P-value 0.0076
‘E (2-sided stratified log-rank
K= 40+ test)
[";]
]
)
o
(a 20 -

___________ 1
1 L-9
04 |—A— Relacorilant + nab-paclitaxel — -0 — - Nab-paclitaxel monotherapy|
0 2 4 6 8 10 12 14 16 18 20

Duration of Progression-free Survival (Months)

No. at risk (events/cumulative events)

Relacorilant + nab-paclitaxel 188 (0/0) 151(22/22) 109(29/51) 70(27/78) 43(18/96) 24(11/107) 16(1/108) 11(1/109) 2(2/111) 0(2/113)
Nab-paclitaxel monotherapy 193(0/0) 129(42/42) 85(31/73) 47(20/93) 21(17/110) 9(7/117) 5(1/118) 2(2/120) 2(0/120) 2(0/120) 0(1/121)

Median follow-up time: 9.0 months; statistical significance threshold: P<0.04. The Kaplan—Meier method was used to estimate the curves, median estimates and the 95% Cls 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
Cl, confidence interval; HR, hazard ratio; m, months; PFS, progression-free survival. : ’

Presented By: Alexander B. Olawaiye, MD, SGO 2026



ROSELLA | Overall Survival - Final Analysis

Relacorilant +
Nab-paclitaxel

Nab-paclitaxel

_ N=193
1004 N=188
Events, n (%) 129 (69%) 159 (82%)
Median OS, m
30- (95% CI) 16.0 (13.0-18.3) 11.9 (10.0-13.8)
< ([ 60% ) D HR (95% Cl) 0.65 (0.51-0.83)
T 404 M : P-value 0.0004
- B [
'E 'EL. (2-sided stratified log-rank
N e e ety Ml test) 76% maturity
wn I o
— 404 R
s
3 ' o,
20+ [ —
o . @ -
——Relacorilant + nab-paclitaxel [ %O%_ —0-0—08-— ©
0 = ©= =Nab-paclitaxel monotherapy : :
] I
T T T T T T T T T T T T
0 3 6 Q 12 15 18 21 24 27 30 33
_ ) Duration of Overall Survival (Months)
Number at risk (events/cumulative events)
Relacorilant + nab-paclitaxel 188 (0/0) 176(11/11) 148(22/33) 123(23/56) 106(17/73)  93(13/86) 81(12/98) 67 (14/112)  28(15/127) 10(2/129) 3(0/129) 0(0/129)
MNab-paclitaxel monotherapy 193 (0/0) 173 (15/15) 142(28/43) 110(32/75) 91({18/93) 72{19/112) 49(23/135) 33(15/150) 18(3/153) 5(6/159) 1(0/15%) 0(0/159)

Median follow-up time: 24.8 months; statistical significance threshold at the final analysis: P<0.0499. The Kaplan—Meier method was used to estimate the curves, median estimates and the 95% Cls for OS in
each treatment arm. The HR and the associated 95% CI| were estimated using a Cox regression model with treatment group as the main effect and stratification factors at randomization as covariates.
Cl, confidence interval; HR, hazard ratio; m, months; OS, overall survival.

Presented By: Alexander B. Olawaiye, MD, SGO 2026

Data cutoff: Jan 8, 2026
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Pembrolizumab vs Placebo Plus Weekly
Paclitaxel £ Bevacizumab in Platinum-Resistant
Recurrent Ovarian Cancer: Final Analysis Results
from the Randomized Double-Blind Phase 3
ENGOT-ov65/KEYNOTE-B96 Study

Nicoletta Colombo', Emese Zsiros?, Alexandra Sebastianelli’, Radoslaw Madry4, Carolina Ibafiez®,
Jacob Korach®, Kosei Hasegawa’, Fatih Kose?, Roberto Ivan Romero Diaz®, Emma Hudson'?,

Jeffrey C. Goh', Ingrid Boere'?, Andreia Cristina de Melo'?, Hannelore Denys'4, Jae-Weon Kim'?,
Thomas Jemielita's, Karin Yamada'®, Agata M. Bogusz'6, Thibault De La Motte Rouge'’, Xiaohua Wu'®
and on behalf of the ENGOT-ov65/KEYNOTE-B96 investigators

'Gynecologic Oncology Program, European Institute of Oncology, IRCCS, Milan, Italy; 2Roswell Park Comprehensive Cancer Center, Buffalo, NY, USA;
3CHU de Québec-Université Laval, Québec, Canada; *Department of Gynecologic Oncology, Medical University Karol Marcinkowski, Poznan, Poland;
*Hematology and Oncology Department, Pontificia Universidad Catélica de Chile, Santiago, Chile; 8Gynecologic Oncology Department, Sheba Medical
Center Tel Aviv University, Tel Aviv, Israel; 7Saitama Medical University International Medical Center, Hidaka, Japan; 2Baskent University, Ankara, Turkey;
%Centro de Investigacion Clinica de Oaxaca, Oaxaca de Juarez, Mexico; '"Velindre Cancer Centre, Cardiff, United Kingdom; " Gallipoli Medical Research
Ltd-GMRF CTU, Greenslopes Private Hospital, Brisbane, Queensland, Australia; '?Erasmus MC Cancer Institute — Department of Medical Oncology,
Rotterdam, Netherlands; '*Brazilian National Cancer Institute (INCA), Rio de Janeiro, Brazil; *UZ Gent-Medical Oncology, Gent, Belgium; '*Seoul National
University, Seoul, South Korea; '®Merck & Co., Inc., Rahway, NJ, USA; '"Centre Eugene Marquis, Rennes, France; '®Fudan University Shanghai Cancer
Center, Shanghai, China
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Platinum-resistant recurrence (PROC)
» Weekly paclitaxel + Pembrolizumab +/- Bevacizumab (KEYNOTE-B96)

Key Eligibility Criteria
+ Histologically confirmed epithelial ovarian,
fallopian tube, or primary peritoneal carcinoma

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

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

» Radiographic progression within 6 months after
the last dose of platinum-based chemotherapy

+ECOGPSOor1

Stratification Factors
*Planned bevacizumab use (yes vs no)
*Region (US vs EU vs ROW)
*PD-L1 CPS (<1vs 1to <10 vs 210)°

Pembrolizumab 400 mg
(QBW, 18 cycles) +
Paclitaxel® 80 mg/m? Days 1, 8, 15
of each Q3W cycle

(£ 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)

Primary Endpoint: PFS per RECIST v1.1 by
investigator

Key Secondary: OS
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Clinically Meaningful PFS in CPS 21 and ITT Populations at FA

Progression-Free Survival, %

CPS 21 Events Median, mo HR? ITT Events Median, mo HR?
Population (95% Cl) (95% Cl) Population (95% Cl) (95% Cl)
Pembro Arm 84.6% 8.3 (7.0-9.5) 0.76 Pembro Arm 85.7% 8.3 (7.2-8.6) 0.73
Placebo Arm 88.8% 7.2 (6.2-8.1) (0.62-0.93) Placebo Arm 89.1% 6.4 (6.2-8.1) (0.62-0.87)
100 100
I 12-mo! 18-mo 12-mo' 18-mo
90—+ ! 35.9%1 18.7% 2 90+ 33.7% 17.3%
80— | 23.9%! 10.5% E 80 22.5/0: 9.0%
| o
70— ! > 70— '
| - I
60— : @ 60 .
| 8 |
50— - 50— |
40 : y 40 :
- - I
° I
30 # 30— !
e |
20— o 20— : '
| E I
10— : 1 J o 10— I
I_| |
0 | ll : | | | | | 0 | | | | | | | |
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
No. at risk Time, months No. at risk Time, months
234 158 77 39 28 10 2 1 0 322 213 99 49 32 14 3 1 0
232 138 50 22 19 5 1 0 0 321 184 64 29 17 7 1 0 0

Median follow-up: 32.7 months

Response assessed per RECIST v1.1 by investigator review. ®*Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors.
Data cutoff date: September 5, 2025.
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Clinically Meaningful OS in CPS 21 Population at FA

100- 1 12-mo 1 18-mo
! 69.1% | 51.5%
90 1 59.3% 1 38.9%
80— : I
| |
o Median, mo HR2
o~ o) 1 | ]
= 10 | Events  “los%,cl)  (95% Cl)
; 60— : Pembro Am 74.4% 18.2
5 | (15.3-21.3) 0.76
g : Placebo Arm  82.8% 14.0 (0.62-0.93)
S 40— : (12.5-16.1)
2 | ;
O 30=- | |
: : | | 11 . |
20— I |
| |
10— Median follow-up: ! : . g
32.7 months | |
0 T 1 I I T T T I
0 6 12 18 24 30 36 42 48
No. at risk Time, months
234 207 161 120 83 35 1 1 0
232 200 137 89 61 29 6 1 0

*Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff date: September 5, 2025.
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Platinum-resistant recurrence (PROC)

» Meaningful OS improvements after AURELIA (2014)
- MIRASOL (anti-FRa ADC), ROSELLA (GR antanogist/nab-paclitaxel), KEYNOTE-B96 (paclitaxel+/
-bevz/10 drug)

- OS gains despite modest PFS improvemens

J

- Suggesting effects beyond tumor response alone
- Increase in post-progression survival (PPS)

Pembrolizumab +
paclitaxel + PFS 8.4 PPS 9.8 0S18.2
bevacizumab
KEYNOTE-B96
Placebo +
paclitaxel + PFS 7.6 PPS 6.4 0S14.0
bevacizumab

Relacorilant +
nab-paclitaxel

ROSELLA
Nab-paclitaxel
monotherapy PR PPS 6.4 0OSs11.9

Mirvetuximab

PFS 6.5 PPS 9.5 0516.0

soravtansine PFS 5.6 PPS10.8 0S16.5
MIRASOL | tioator:
e hoice of BEET: PPS 8.8 08128 Nat Rev Clin Oncol 2026;23:566-568.
chemotherapy
\ T T T T o SIEO|=0L5H3
0 ° 0 15 20 () JEraseas

Time from randomization (months)
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Platinum-resistant recurrence (PROC)

» Considerations in selection and sequencing of PROC Tx

- Complicated OS analysis

- Loger PPS, uncontrolled post-progression Tx, changing control arms (new agents after cl
inical trials initiate)

- Cumulative toxicity
- Peripheral neuropathy (weekly nab-paclitaxel/Relacorilant, weekly paclitaxel/pembro)
- Resistance mechanisms

- Similar MoA between previous CTx and ADC payload (e.g. TOPO |, microtubule inhibitors)

- Patient preferences (cost...)

Nat Rev Clin Oncol 2026;23:566-568.
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Surveillance
» Circulating tumor DNA (ctDNA) — Liquid biopsy

- Cell-free DNA from cancer cells

- Clinical use
- Response monitoring

- Surveillance of recurrence (MRD)

- Molecular profiling : overcoming tumor heterogeneity

Complete Treatment
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Surveillance
» Circulating tumor DNA (ctDNA) application in NSCLC
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» Circulating tumor DNA (ctDNA) application in CRC
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Surveillance
» Circulating tumor DNA (ctDNA)

Distinct ctDNA kinetic profiles strati athological response to *
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Surveillance

» Circulating tumor DNA in EOC (2026 ASCO, poster #5562)
89 EOC patients, plasma ctDNA collected in association with debulking surgery

- Positive correlation with CA125 level (Spearman r = 0.25; p = 0.017)
- High ctDNA level was associated with worse OS (p=0.0036, HR 3.48 (1.50-8.06))

- Limitation: Short FU period, lact of standardization of ctDNA assays, no clinical trials to show
survival benefit with ctDNA assay over CA125
- Optimal debulking status and CA125: still standard prognostic biomarkers
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