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inhibitor. ESMO 2025;Abstract LBA45.

e Colombo N et al. Pembrolizumab vs placebo plus weekly paclitaxel = bevacizumab in platinum-resistant
recurrent ovarian cancer: Results from the randomized double-blind phase Il ENGOT-ov65/KEYNOTE-B96
study. ESMO 2025;Abstract LBA3.

 Ray-Coquard IL et al. Raludotatug deruxtecan (R-DXd) in patients (pts) with platinum-resistant ovarian
cancer (PROC): Primary analysis of the phase Il dose-optimization part of REJOICE-Ovarian01. ESMO
2025;Abstract LBA42.

 Moore KN et al. Raludotatug deruxtecan (R-DXd) monotherapy in patients (pts) with heavily pretreated
platinum-sensitive ovarian cancer (PSOC): Subgroup analysis of a phase | study. ESMO Gynaecological
Cancers 2025;Abstract 77MO.
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* Secord A et al. A phase 3, open-label, randomized study of rinatabart sesutecan (Rina-S) vs investigator’s
choice (IC) of chemotherapy in patients with platinum-resistant ovarian cancer (PROC). ASCO 2025;Abstract

TPS5627.
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Poveda AM et al. Bevacizumab combined with weekly paclitaxel, pegylated liposomal doxorubicin, or topotecan
in platinum-resistant recurrent ovarian cancer: Analysis by chemotherapy cohort of the randomized phase Il
AURELIA trial. J Clin Oncol 2015;33(32):3836-8.

Van Gorp T et al. Final overall survival analysis among patients with folate receptor alpha-positive, platinum-
resistant ovarian cancer treated with mirvetuximab soravtansine versus investigator’s choice chemotherapy in
phase Il MIRASOL (GOG-3045/ENGOT-ov55) study. SGO 2025;Abstract 939696.

Secord AA et al. The efficacy and safety of mirvetuximab soravtansine in FRa-positive, third-line and later,
recurrent platinum-sensitive ovarian cancer: the single-arm phase Il PICCOLO trial. Ann Oncol 2025;36(3):321-30.

Secord AA et al. Final analysis of the single-arm phase 2 PICCOLO trial of mirvetuximab soravtansine (MIRV) in
folate receptor alpha (FRa)-positive, third-line and later, recurrent platinum-sensitive ovarian cancer (PSOC).
ESMO Gynaecological Cancers 2025;Abstract 76 MO.
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Key Datasets

Angeles Alvarez Secord, MD, MHSc (continued)

 Matulonis UA et al. Safety and efficacy of mirvetuximab soravtansine, a folate receptor alpha (FRa)-targeting
antibody-drug conjugate (ADC), in combination with pembrolizumab in patients with platinum-resistant
ovarian cancer. Gynecol Oncol 2025;200:96-104.

* Makker V et al. Trastuzumab deruxtecan (T-DXd) for pretreated patients (pts) with HER2-expressing solid
tumors: DESTINY-PanTumor02 (DP-02) part 1 final analysis. ESMO 2025;Abstract 957P.

* Banerjee SN et al. Efficacy and safety of avutometinib defactinib in recurrent low-grade serous ovarian
cancer: Primary analysis of ENGOT-OV60/G0OG-3052/RAMP 201. J Clin Oncol 2025;43(25):2782-92.
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Year in Review:
Ovarian Cancer

MODULE 1: Promising Novel Agents and Strategies Under Investigation in
Ovarian Cancer

— Antibody-drug conjugates
— KEYNOTE-B96 Phase lll trial: Pembrolizumab and paclitaxel +/- bevacizumab
— ROSELLA Phase lll trial: Relacorilant with nab paclitaxel

MODULE 2: Current Management of Newly Diagnosed and Relapsed/Refractory
Ovarian Cancer

— First-line treatment approaches

— Chemotherapy/bevacizumab for platinum-resistant ovarian cancer
— Mirvetuximab soravtansine

— Trastuzumab deruxtecan
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Year in Review:
Ovarian Cancer

MODULE 1: Promising Novel Agents and Strategies Under Investigation in

Ovarian Cancer

— Antibody-drug conjugates
— KEYNOTE-B96 Phase lll trial: Pembrolizumab and paclitaxel +/- bevacizumab
— ROSELLA Phase lll trial: Relacorilant with nab paclitaxel

MODULE 2: Current Management of Newly Diagnosed and Relapsed/Refractory
Ovarian Cancer

— First-line treatment approaches

— Chemotherapy/bevacizumab for platinum-resistant ovarian cancer
— Mirvetuximab soravtansine

— Trastuzumab deruxtecan

™ Year, [
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Platinum Ineligible Ovarian Cancer

ANTIBODY DRUG CELL CYCLE GLUCOCORTICOID
CONJUGATED REGULATION AND IMMUNOTHERAPY RECEPTOR
(ADCS) DNA REPAIR
Mirvetuximalb-soravtansine!
Trastuzumab-deruxtecan z ADAVOSERTIB 8 Paclitaxel/pem bro M
.Raludotatug— Deruxtec.:an . RELACORILANT 13
Rinatabart Sesutecan (Rina-S)4 azenosertib® UBAMATAMARB 12
AZD53355 CDK2j10
Ly4170156 ©
NAPISTAR 1-017 o
LR av,
Checkpoim\ M‘w:m 4 L b
G2 Cell Cycle &1 ) * o &T[m{
ATR, CHK1, WEE1 / D @/ 7 s Y N
s (8 A S
e \G‘/S w@ )0000&222? l@\?

Checkpoint

1 NCT04296890 — Soraya] [NCT04209855 — Mirasol]; 2 [NCT04482309]; 3 [NCT04707248]; 4 [NCT06619236]; 5 [NCT05797168] ; 6 [NCT06400472]; 7 [NCT06303505];
8 INCT03579316]; @ [NCT02595892]; © [INCB123667]; 11 [NCT05116189]; 12 [NCT03564340] '3 [NCT05257408 — Rosella]; [INCT03776812 — phase I];

Courtesy of Nicoletta Colombo, MD



Antibody Drug Conjugates in ovarian cancer

Editorial
B~ Mirvetuximab soravtansine: an oasis in
GVNECOLOGIc& CANCER

! > the desert?

L Luisa Bonilla & ," Lawrence Kasherman 2 Luis Manso,® Ainhoa Madariaga

Future?

With permission of Ainhoa Madariaga )
Courtesy of Nicoletta Colombo, MD



Targeting FRa: RAINFOL-01

Phase 1/2 Study (NCT05579366)

e

Rinatabart sesutecan
Rina-S

Novel FRa-directed ADC

Highly hydrophilic linker, sesutecan
Topoisomerase 1 inhibitor payload

Rinatabart

exatecan

\——— Sesutecan (LD038)

Phase I/1l: Part B — Dose expansion
R (1:1): Rina-S 100 or Rina-S 120 mg/m2, q 3w

Rina-S 100 mg/m?

(n=22)

Rina-S 120 mg/m?

(n=20)

Courtesy of Nicoletta Colombo, MD
Antitumor Activity

Rina-S 100 mg/m?2

Rina-S 120 mg/m?2

(n=22)2 (n=18)

Median on-study follow-up, weeks (range) 46.4 (6.6, 65.3) 48.1 (10.9-65.9)

Confirmed ORRP, % 22.7 55.6
(95% ClI) (7.8-45.4) (30.8-78.5)
Confirmed response, n (%)
CR 1(4.5) 2:(1m)
PR 4(18.2) 8 (44.4)
SD 14 (63.6) 6(33.3)
NE 0 1(5.6)
Disease control rate, % 86.4 88.9
(95% ClI) (65.1-97.1) (65.3-98.6)

Encouraging confirmed ORR, including deep responses, observed with Rina-S 120 mg/m?

Response by FRa Expression

Best Change in Target Lesion SoD by FRa PS2+ Status
50

Rina-S 100 mg/m? Rina-S 120 mg/m?

FRa PS2+ Status

Median age, years (range) 62.5(42-82) 64.5 (37-83)
265 years, n (%) 10 (45.5) 10 (50.0)
| Prior lines of therapy, median (range) 3(1-5) 3(1-4)
Bevacizumab, n (%) 20(90.9) 18 (90.0)
PARPI, n (%) 15 (68.2) 12 (60.0)
Mirvetuximab soravtansine, n (%) 4(18.2) 4(20.0)
Platinum sensitivity status, n (%)
Resistant 21(96.0) 18 (90.0)
Sensitive 1(4.5) 2(10.0)
ECOG PS status, n (%)
1 15 (68.2) 16 (80.0)
0 7 (31.8) 4(20.0)

B FRa PS2+275%
FRa PS2+ <75%2
B Unknown

-50

Best Change From Baseline in SoD (%)

Data cutoff for all presented analyses: January 15", 2025

1. https://clinicaltrials.gov/study/NCT05579366. 2. Lee, EK et al.

SGO 2025 Abstract #809034

-100

Deep responses observed regardless of FRa expression levels with Rina-S 120 mg/m?



Targeting FRa: RAINFOL-01
Phase 1/2 Study (NCT05579366)

Responses Over Time

o
°. 3
o

8 & & : g
& o 8 ° °
% .. a. o o > >
% (=] .O - ] 8 >‘>
) 8 8 o (o>
o o S .0>
o o
°§ o% .(, ‘ . Rina-S 100 mg/m?
c? .o° o. Median on-study follow-up: 46.4 weeks
§ o Median DOR not reached (95% Cl, 16.3-NR)
° m B Event
&oom—a—n—n—n—o—b O CR
> @ PR
%% "
< @ PD
B Death (unrelated)
> P> Ongoing Tx

M Rina-S 120 mg/m?
Median on-study follow-up: 48.1 weeks
Median DOR not reached (95% Cl, 40.14-NR)

I Txdiscontinuation due to TEAE

Treatment 10 20 30 40 50 60 70 80
Duration (weeks)

Complete responses observed in 4 patients (2 pending confirmation) with Rina-S 120 mg/m?
Most responses with Rina-S 120 mg/m?2 were early and durable (one PD in responders since prior report?)

Anemia

Nausea
Neutropenia
Leukopenia
Fatigue
Thrombocytopenia
Vomiting

Diarrhea

Alopecia
Hypokalemia

Common TEAEs (>25%)

100 mg/m?2(n=22) 120 mg/m?2(n=20)

Grade 1/2
W Grade 3/4

13.6CEEN 20.0

100

100
Patients (%)

Rina-S was well tolerated with TEAEs of primarily cytopenias and low-grade Gl events
No signals of ocular toxicity, neuropathy, or ILD were observed

1. https://clinicaltrials.gov/study/NCT05579366. 2. Lee, EK et al. SGO 2025 Abstract #809034

Courtesy of Nicoletta Colombo, MD



RAINFOL-02: Overview and Study Design

® 000
m pausnts Multicenter: \EE:' Open-label International Primary endpoint: PFS
with PROC 190 sites \ —

o

Study Design for the Phase 3 Trial of Rina-S in Patients With PROC (RAINFOL-

= RAINFOL"

Rina-S 120 mg/m2 Q3W

Follow-up period

Treatment will continue until the first instance of

~530 patients with R disease progression, unacceptable toxicity, investigator Follow-up visits will occur every 12
PROC 1:1 decision, consent withdrawal, pregnancy, death, or weeks for up to ~1 year
premature study termination Primary endpoint: PFS

Key Secondary endpoints: OS, ORR

Randomization will be stratified by:

*  Geographic region
grap g Investigator’s choice of

*  Prior treatment with MIRV chemotherapy?:
*  Number of prior lines of therapies Paclitaxel, topotecan, pegytated
liposomal doxorubicin, or gemcitabine

Angeles Alvarez Secord presented at ASCO 2025;Abstract TPS5627
aMust be selected prior to randomization.

ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PROC, platinum-resistant ovarian cancer; R, randomization; Rina-S, rinatabart sesutecan; Q3W, once every 3 weeks.

Courtesy of Nicoletta Colombo, MD



AZD5335: An FRa-targeting TOP1i ADC

Schematic of AZD5335
* FRais a cell surface protein that binds and internalises folate, a .
cofactor required for DNA synthesis, cell growth, and proliferation.’3 *T(gl(z:{t:ogaayﬁzjd
* FRais highly expressed in multiple epithelial tumours and a clinically
validated ADC target in HGSOC.>*
0 Ex
« AZD5335 is a specific, targeted ADC with a potent TOP1i payload : : ________________________ opli
(AZ14170132) that binds to FRa with high affinity.” C'eaval?riiepreptide
 The cleavable peptide linker (mp-PEG8-Val-Ala) is
bystander-capable and serum-stable.
« AZD5335 has an average DAR of 8.

Figure adapted from Gymnopoulos M, et al. Presented at AACR 2023 (LB025).

1. Kelemen LE. Int J Cancer 2006;119:243-50;
2. Ledermann JA, et al. Ann Oncol 2015;26:2034-43;
3. Scaranti M, et al. Nat Rev Clin Oncol 2020;17:349-59;

ADC, antibody-drug conjugate; DAR, drug-to-antibody ratio; FRa, folate receptor q; 4. Moore KN, etal. N Engl J Med 2023;389:2162-74;
OC, ovarian cancer; TOP1i, topoisomerase 1 inhibitor 5. Gymnopoulos M, et al. Poster presented at AACR 2023 (Abstract LB025).

Oaknin, ESMO 2025 Courtesy of Nicoletta Colombo, MD



Torvutatug Samrotecan (Torvu-S): FRa-binding Ab, cleavable peptide linker, topo1i payload, DAR 8

AZD5335 demonstrates efficacy across 1.6-2.4 mg/kg dose range

1007 Phase | Part A - Escalation | PatsA+Bl |
g 801 Part B — Dose expansion (<3 lines, FRa 225%)
‘» . .
5 - Median lines 3 (1-9 "
§ 60 (1-9) ?/ORR 28 (56.0) 32 (56.1) 30 (49.2)
2 0 195% CI] [41 3 70.0] [424 69. 3] [36.1, 62.3]
= i
S 20 [ ———————————————————————————————————————————————————————————————————————————————————————————————
1
(<3}
: |||||II|||||||||"""“
£ 20 - AZD5335 dose
= e - il 1- B 16mgkg
o —40 B 2.0mgkg
E B 24 mgkg
o —-60 4
‘g ® PD at best percent
m _gq - change visit
—100 - Oaknin, ESMO 2025

Among patients who received 1.6, 2.0, or 2.4 mg/kg AZD5335 in Parts A + B1, the overall ORR* was
53.6% (95% Cl: 45.7, 61.3).

The most common TEAEs across the 1.6—-2.4 mg/kg dose range were nausea, fatigue, and neutropenia.

AZD5335 vs. Mirvetuximab Soravtansine in FRa-high and AZD5335 vs. Chemotherapy in Courtesy of Nicoletta
FRa-low Platinum-resistant Ovarian Cancer (TREVI-OC-01) ClinicalTrials.gov ID NCT07218809 Colombo, MD




Sofetabart mipitecan (Sofe-M): FRa-binding Ab, cleavable PSAR linker, exatecan topo1i payload, DAR 8

Initial results from a first-in-human phase 1 study of LY4170156 in advanced ovarian cancer and other solid tumors.

Fig 1. Antitumor activity by dose level and FRa expression

FRa Fig 2. Treatment Duration in Responders
FRa 0-24% FRa 25-49% FRa 50-74% FRa 75-100% pending
A A A A A
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. 4 mglkg A Treatment Ongoing . PD
-1004 . 6 mg/kg % Prior mirv D NE
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Efficacy Evaluable FRa 0-24% FRa 25-49% FRa 50-74% FRa 275% FRa pending
Patient =25 =12 =16 =46 =5 . . .
atients (n=25) (n=12) (n=16) (n=46) {n=5) 73% (38/52) of responding patients are ongoing.
ORR2, % (n/N) 40 (10/25) 50 (6/12) 50 (8/16) 54 (25/46) 60 (3/5) 50 (52/104) 14 patients discontinued (6 due to PD)
CRn - - 1 | 3 - -
PR, n 100 6 70 200 3 48¢
DCRY, % (/N) 68 (17/25) 83 (10/12) 81(13/16) | 83(3846) | 60(35) | 78(81/104) " Teatmentburation Months)

Most common adverse events: Nausea, fatigue, myelotoxicity

Phase Ill FRAmework-01 NCT07213804 Ray-Coquard, ESMO 2025 Courtesy of Nicoletta Colombo, MD




Courtesy of Nicoletta Colombo, MD

Targeting Cadherin 6 (CDH6)

_ _ . . _ R-DXd was designed with 7 key attributes:
- Platinum-resistant OC is associated with poor outcomes;"2 standard of _ _
Humanized anti-CDH6

care is single-agent non-platinum chemotherapy, which provides only a IgG1 mAb® Deruxtecan®”

modest benefit; ORR is 10-15% and median OS is 10~12 months'’ " TN |
- Expression of CDH6 is observed in ~65 to 85% of epithelial OC tumors®-> 3 " SEIW\{{ Y g D I
O "

* Raludotatug deruxtecan (R-DXd) is a CDH6-directed ADC comprising a
humanized CDHG6 IgG1 mAb, covalently linked to a TOPO | inhibitor
payload via a tetrapeptide-based cleavable linker®’

* In the ongoing Phase 1 trial (NCT04707248), R-DXd demonstrated a
manageable safety profile and promising antitumor activity in 45 patients
with heavily pretreated OC (89% had platinum-resistant OC)?2

» R-DXd was administered at 4.8, 5.6, or 6.4 mg/kg IV Q3W. Across doses,
48.6% of patients achieved a confirmed objective response®

Cleavable tetrapeptide-based linker TOPO I inhibitor payload (DXd)

Payload mechanism of action: TOPO | inhibitor’¢
High potency of payloads.’.c

High drug-to-antibody ratio of ~86.¢

Payload with short systemic half-life’.¢
Plasma-stable linker-payloads.’c

Tumor-selective cleavable linker67.

~NOoO O OO -

Bystander antitumor effecté:

aDefined as TFIp <6 months. blmage is for illustrative purposes only; actual drug positions may vary. bThe clinical relevance of these features is under investigation. cBased on animal data.

ADC, antibody-drug conjugate; CDHB, cadherin 6; DXd, exatecan derivative; IgG1, immunoglobulin G1; IV, intravenous; mAb, monoclonal antibody; OC, ovarian cancer; ORR, objective response rate; OS, overall survival; Q3W, every 3 weeks; TFIp, treatment-free
interval from last platinum dose; TOPO I, topoisomerase .

1. Gonzélez-Martin A, et al. Ann Oncol. 2023;34:833-848. 2. Richardson DL, et al. JAMA Oncol. 2023;9:851-859; 3. Bartolomé RA, et al. Mol Oncol. 2021;15:1849-1865; 4. Shintani D, et al. Poster presentation at the European Society for Medical Oncology
congress. October 20-24, 2023; Madrid, Spain. Presentation 777P. 5. Suzuki H, et al Poster presentation at the European Society for Medical Oncology congress. October 10-16, 2021; Virtual. Presentation #919. 6. Suzuki H, et al. Mol Cancer Ther. 2024;23:257-
271.7. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67:173-185. 8. Moore KN, et al. Oral presentation at the Society of Gynecologic Oncology 2024 Annual Meeting on Women'’s Cancer. March 16-18, 2024; San Diego, CA, USA.



Targeting Cadherin 6 (CDHG) Courtesy of Nicoletta Colombo, MD

REJOICE-Ovarian01 study design
A Phase 2/3 multicenter, randomized study of R-DXd in patients with platinum-resistant,
high-grade serous or endometroid ovarian, primary peritoneal, or fallopian tube cancer'

Key eligibility criteria Phase 2 (N=260)

« High-grade serous or high-grade endometrioid ovarian, Dose-optimization analysis (N=108)° Follow-up Phase 3 (N=450)

primary peritoneal, or fallopian tube cancer?

: . : . b R-DXd IV Q3W R-DXd IV Q3W
* 1-3 prior LOT, including bevacizumab
: . . : , 40 days

« Platinum-resistant disease® (primary platinum- —© 4.8 mglkg

refractory disease is exclusionary) LTSFU R-DXd at RP3D
* Prior mirvetuximab soravtansined (for tumors with high R Q3M

FRa expression) © 1:4+1 <O 5.6 mglkg 1'?1
« ECOG PS 0-1 o '
* No prior CDH6-targeting agents or ADCs with a linked Tr.e a.ltm,e nt Of_

exatecan derivative —© 6.4 mglkg physician’s choice
* No selection by tumor CDH6 expression

Until PD,? death, lost to FU, other reason Until PD,? death, lost to FU, other reason
Stratification factors

« Number of prior LOT (1 vs 2-3) Primary endpoint Key secondary endpoints Primary endpoints Key secondary endpoints
« CDH6 expression (275% vs <75%)¢ ORR per BICR9 ORR per inv¢ ORR per BICRY 0S
« TPC (paclitaxel vs other; Phase 3 only) DOR per BICR and inve PFS per BICR? QOL

aPatients must have 21 lesion not previously irradiated and amenable to biopsy; must consent to provide a pretreatment biopsy and, in Phase 2 only, an on-treatment biopsy tissue sample and have =1 measurable lesion per RECIST 1.1. bUnless ineligible. ¢Defined as
1 line of prior platinum therapy (=4 cycles with best response of not PD) with radiologically documented progression >90 and <180 days following last dose of platinum therapy, or 2-3 lines of prior platinum therapy (=2 cycles) with radiologically documented
progression <180 days following the last dose of platinum. dUnless ineligible, not approved or not available locally. ¢A stratification cutoff of 75% tumor cell membrane staining at any intensity was selected based on the median observed percentage tumor cell
membrane staining (at any intensity) in the Phase 1 study population. {Overall, 108 patients were randomized to receive R-DXd. One patient did not receive treatment, so 107 patients were treated and were included in the safety analysis set. 9Per RECIST 1.1.

ADC, antibody-drug conjugate; BICR, blinded independent central review; CDHB, cadherin 6; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; FRa, folate receptor alpha; FU, follow-up; 1V, intravenous; inv, investigator;
LOT, lines of therapy; LTSFU, long-term survival follow up; ORR, objective response rate; OS, overall survival; RP3D, recommended phase 3 dose; PD, progressive disease; Q3M, every 3 months; QOL, quality of life;

Q3W, every 3 weeks; R, randomization; RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1; TPC, treatment of physician’s choice.

1. ClinicalTrials.gov. https://clinicaltrials.gov/study/NCT06161025. Accessed 26 June 2025. 2. Ray-Coquard |, et al. Poster presentation at American Society Clinical Oncology 2024; May 31-June 4; Chicago, IL, USA. Poster TPS5625. 3. Moore KN, et al. Oral

resentation at the Society of Gynecologic Oncology 2024 Annual Meeting on Women'’s Cancer. March 16-18, 2024; San Diego, CA, USA.
P Y o1 minecelogie Ehesiody ‘ k Ray-Coquard, ESMO 2025



https://clinicaltrials.gov/study/NCT06161025.%20Accessed%2026%20June%202025

Courtesy of Nicoletta Colombo, MD

Clinically meaningful tumor responses were seen irrespective of dose?
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R-DXd 4.8 mg/kg, n=36 R-DXd 5.6 mg/kg, n=36
ORR: 44.4% (95% Cl, 27.9-61.9) ORR: 50.0% (95% Cl, 32.9-67.1)
DCR: 75.0% (95% Cl, 57.8-87.9)° DCR: 80.6% (95% Cl, 64.0-91.8)°

R-DXd 6.4 mg/kg, n=35

ORR: 57.1% (95% Cl, 39.4-73.7)
DCR: 77.1% (95% Cl, 59.9-89.6)°

W48mgkg M 5.6mgkg M 6.4 mgkg

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% ClI, 4.6-5.8), and 5.2 months (95% CI, 4.9-5.8), respectively.

aAntitumor 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 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. PDCR is defined as percentage of patients with BOR of CR, PR, or SD (per RECIST 1.1).

BICR, blinded independent central review; CI, confidence interval; DCR, disease control rate; ORR, objective response rate; RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1.

Ray-Coquard, ESMO 2025



The 5.6-mg/kg dose provided the optimal benefit-risk profile
Most common TEAEs (210% of overall population)?

R-DXd 4.8 mg/kg (n=36)"

CTCAEgr1-2  [GIV = Total (%) / or 23 (%)

R-DXd 5.6 mg/kg (n=36)°

CTCAEgr1-2 PGV = Total (%) / or 23 (%)

Courtesy of Nicoletta Colombo, MD

R-DXd 6.4 mg/kg (n=35)°

CTCAEgr1-2 [T <0 Total (%) / or =3 (%)

Nausea Mes7i28 | [ 60.4/56 71410
Anemia, T 52.8/19.4 . T 58.3/13.9 I o0/ 17.1
Asthenia 36.1/0 ] 50.01/11.1 53057
Neutropenia": 3337111 : D 44167 B 514286
Vomiting 25.0/0 33.3/0 28.6/0
Constipation | 25.0/0 | 27810 34310
Decreased appetite | 13.9/0 ] Bl 250/556 25710
AST increased | 19.4/0 ) 16710 229/0
Diarrhea | 1.1/0 ) 16.7/0 B 2s6/29
Thrombocytopenia®| [l 8.3/2.:8 | 194156 B 257186
Leukopenia® | 167156 ] 13917238 B 143186
ALT increased 19410 1 18310 B 114029
Pyrexia | 139/0 ) 13.9/0 8610
GGTincreased | 5.6/0 | W167i28 B 114057
Fatigue| [lls3/28 ) W 167123 Ws7i29
Cough| |5.6/0 ) 1110 14310
Abdominal pain | |5.6/0 ] W 139128 I 114129
0 10 20 30 40 50 60 70 80 0 10 20 30 40 50 60 70 80 10 20 30 40 50 60 70 80
Patients (%) Patients (%) Patients (%)

Data cutoff: February 26, 2025.

Nausea, anemia, asthenia and neutropenia were the most common TEAEs across all doses

aTEAEs reported in 210% of all patients who received R-DXd 4.8-6.4 mg/kg. Reported safety events are defined by MedDRA preferred terminology. "Grade 4 hematologic TEAEs reported at 4.8 mg/kg: neutropeniac (n=2), thrombocytopeniad (n=1); at 5.6 mg/kg:
neutropeniac (n=2), thrombocytopeniad (n=1), leukopeniae (n=1); at 6.4 mg/kg: neutropeniac (n=3), thrombocytopeniad (n=1), lymphopenia (n=1). No grade 5 hematologic TEAEs were reported at any dose. Grade 3 febrile neutropenia was reported in 2 patients, one
each in the R-DXd 5.6 and 6.4 mg/kg cohorts. cNeutropenia is defined as the grouped incidence of events reported under the preferred terms ‘neutropenia’ and ‘neutrophil count decreased’, with a maximum of one event per patient per grouped preferred term.
dThrombocytopenia is defined as the grouped incidence of events reported under the preferred terms ‘thrombocytopenia’ and ‘platelet count decreased’, with a maximum of one event per patient per grouped preferred term. eLeukopenia is defined as the preferred
term ‘white blood cell count decreased.’
ALT, alanine aminotransferase; AST, aspartate aminotransferase; CTCAE, Common Terminology Criteria for Adverse Events; GGT, gamma-glutamyltransferase; MedDRA, Medical Dictionary for Regulatory Activities; TEAE, treatment-emergent adverse event.

Ray-Coquard, ESMO 2025



REJOICE-Ovarian01: Efficacy of R-DXd in PROC

Phase 2/3 REJOICE-Ovarian01/ENGOT-ov77; GOG-3096

4 Key Eligibility Criteria ) Phase 2 > Follow-up Phase 3 Follow-up
* High-grade serous or
endometrioid ovarian, primary R-DXd IV Q3W R-DXd IV Q3W

peritoneal, or fallopian tube cancer

4.8 mg/kg 40d 40d

* 1-3 prior LOT (including R-DXd at RP3D

bevacizumab) Long-term Long-term
« Platinum-resistant disease survival : survival
« Prior MIRV if high FRa? follow-up TPC (gemcitabine, follow-up
« ECOG PS 0-1 every 3 mo PLD, topotecan, every 3 mo
« No prior CDH6-targeting agents or paclitaxel)

ADCs with linked TOPO | inhibitor Until PD,® death, lost to Until PD,? death, lost to FU,
« Patients with primary platinum- FU. other reason T,

refractory disease are not eligible ’

- ¢ e
L « Primary endpoint: ORR per BICR® Primary endpoints: ORR per BICR,? PFS
S AT + Key secondary endpoints: ORR per per BICRP

« N f prior LOT (1 vs 2 : , :
. Cgﬂgeéxzrgggign?hiéh :’,2 |£V)) investigator,> DOR Key secondary endpoints: OS, QOL

+ TPC (paclitaxel vs others; phase 3 only)

a Unless ineligible, not approved, or available locally. ® Per RECIST v1.1.

1. https://clinicaltrials.gov/study/NCT06161025. Courtesy of Nicoletta Colombo, MD



Raludotatug Deruxtecan Granted FDA Breakthrough Therapy Designation
for CDH6-Expressing Platinum-Resistant Ovarian, Primary Peritoneal or

Fallopian Tube Cancers Previously Treated with Bevacizumab
Press Release: September 15, 2025

“Raludotatug deruxtecan (R-DXd) has been granted Breakthrough Therapy Designation (BTD) by the
U.S. Food and Drug Administration (FDA) for the treatment of adult patients with platinum-resistant
epithelial ovarian, primary peritoneal or fallopian tube cancers expressing CDH6 who have received

prior treatment with bevacizumab.

The FDA granted this BTD based on data from a phase 1 trial and the ongoing REJOICE-

Ovarian01 phase 2/3 trial. A subgroup analysis of the phase 1 trial was presented at the 2023
European Society for Medical Oncology meeting (HESMO23). Subsequent subgroup analyses of the
phase 1 trial were presented at the 2024 Society for Gynecologic Oncology Annual Meeting on
Women’s Cancer and the 2025 European Society for Medical Oncology Gynaecological Cancers
Congress.”

https://daiichisankyo.us/press-releases/-/article/raludotatug-deruxtecan-granted-breakthrough-therapy-designation-
by-us-fda-for-patients-with-cdh6-expressing-platinum-resistant-ovarian-primary-peritoneal-or-fallopian-tube-cancers- Yearin.
previously-treated-with-bevacizumab 44Review



REJOICE-Ovarian01: Efficacy of R-DXd in PSOC

PSOC subgroup Patients with OC who received R-DXd 4.8-6.4 mg/kg

4.8-6.4 mg/kg? (nS132)
n=18
Age, years, median (range) 65 (50-81) PSO(()nit:t;?roup
Age =265 years, n (%) 9 (50.0)
Country, n (%)
United States 14 (77.8) 4.8 mg/kg (n=4) 5.6 mg/kg (n=9) 6.4 mg/kg (n=5)
Japan 4 (22.2)
ECOG PS, n (%) Ongoing Ongoing Ongoing
0 4(22.2) treatment (n=2) treatment (n=3) treatment (n=0)
1 14 (77.8)
* Intotal, 13 patients (72.2%) have discontinued study treatment,
Number of prior systemic regimens, median (range) 4 (2-6) including:
Received prior bevacizumab treatment, n (%) 14 (77.8) — 9 patients (50.0%) with PD¢
Received prior PARP inhibitor treatment, n (%) 15 (83.3) = SRS HRAITIL NEEI AU
Disease progression on PARP inhibitor, n/N (%) 12/15 (80.0) — 1 patient (5.6%) with clinical progression
Tumor CDH6 membrane positivity,° median % (range) 67.5 (20-100) ) ;Fhe mezle;n 1d;rza)tlon en study treatment was 0.3 months
range, 0.7-12.

Data cutoff: January 10, 2025.

30nly patients with PSOC (TFlp =6 months) and treated with =1 dose of R-DXd 4.8-6.4 mg/kg were included in the PSOC subgroup analysis. °PD on or within =30 days of prior PARP inhibitor treatment . “Total positive staining for COH6 membrane expression is
determined by clinical trial assay for CDH6 (SP450; Roche Diagnostics). “Per RECIST 1.1. ®Discontinuations due to adverse events were due to increased ALT and AST (n=1), cardiac arrest (n=1), and ILD (n=1).

ALT, alanine aminofransferase; AST, aspartate aminotransferase; CDH6, cadherin 6; ECOG PS, Eastem Cooperative Oncology Group performance status; ILD, interstitial lung disease; OC, ovarian cancer; PARP, poly (ADP-ribose) polymerase; PD, progressive
disease; PROC, platinum-resistant OC; PSOC, platinum-sensitive OC; RECIST 1.1, Response Evaluation Criteria in Solid Tumours, version 1.1; TFlp, treatment-free interval from last platinum dose.

Kathleen Moore, ESMO GYN 2025
Courtesy of Nicoletta Colombo, MD



REJOICE-Ovarian01: Efficacy of R-DXd in PSOC

PSOC subgroup®: 72.2% (13/18; 95% Cl, 46.5-90.3)

Best change in sum of
diameters from baseline (%)

20

PD on prior PARP inhibitore: 58.3% (7/12; 95% Cl, 27.7-84.8)

0 * PD on PARP inhibitore
B Low tumor CDH6 expressiond
100 J High tumor CDH6 expressiond

Data cutoff: January 10, 2025.

*I
*

*

PSOC subgroup PD on PARP

4.8-6.4 mg/kg inhibitore
n=18 n=12
Best overall response,® n (%)

CR 0 0

PR 13(72.2) 7(58.3)

SD 3 (16.7) 3(25.0)

PD 1(5.6) 1(8.3)

Not evaluable 1 (5.6) 1(8.3)
Disease control rate,’ % (95% ClI) 88.9 (65.3-98.6) 83.3 (51.6-97.9)
Clinical benefit rate,9 % (95% Cl) 778 (52.4-93 6) 66.7 (34.9-90.1)
Median TTR, months, (95% Cl) 14(1.2-27) 14 (1.2-NE)
Median DOR, months, (95% Cl) 5.7 (4.2-NE) 5.1 (2.8-NE)

Median follow-up, months (range) 6.9 (1.6-10.5) 6.9 (1.6-6.9)
Median PFS, months, (95% Cl) 8.1 (4.1-NE) 7.1 (2.8-NE)

Median follow-up, months (range) 8.3 (0-11.7) 8.3 (0-11.4)

Only patients with measurable disease at baseline and =1 posthaseline tumor scan were included in the waterfall plot. One patient who received R-DXd 6.4 mag/kg had a target lesion at baseline but no postbaseline scan, so was not evaluable.

30RR by investigator is shown. PEfficacy-evaluable population (n=18) includes all patients with PSOC who received =1 dose of R-DXd and have completed =1 postbaseline tumor assessment or discontinued from freatment due to AE, PD, or death prior to the
first postbaseline tumor assessment. PD during or <30 days following completion of PARP inhibitor freatment. “Tumor CDH6 expression is defined as <75% (low) or 275% (high); total tumor cells positive for CDH6 membrane staining is determined by clinical
trial assay for CDH6 (SP450; Roche Diagnostics). eBest overall response of CR or PR (per RECIST 1.1) must be confirmed and maintained =28 days. 'CR + PR + SD (per RECIST 1.1) =5 weeks. 9CR + PR + SD (per RECIST 1.1) 2180 days.

AE, adverse event; CDH6, cadherin 6; Cl, confidence interval; CR, complete response; DOR, duration of response; NE, not estimable; ORR, objective response rate; PARP, poly (ADP-ribose) polymerase; PD, progressive disease; PFS, progression-free
survival; PR, partial response; PSOC, platinum-sensitive ovarian cancer, RECIST 1.1, Response Evaluation Criteria in Solid Tumours, version 1.1; SD, stable disease; TTR, time to response.

Kathleen Moore, ESMO GYN 2025

Courtesy of Nicoletta Colombo, MD



NAPISTAR 1-01: Study Design

A multicenter, FIH dose escalation and optimization Phase I/l1la Study (NCT06303505),
investigating the NaPi2b ADC TUB-040 in PROC*

Phase | Phase lla

Dose Escalation — Dose Optimization

4.4. mg/kg

GETTED

I—> 1.0 mg/kg

0.5 mg/kg Study design: ATD followed by BOIN
Key Eligibility Criteria Objectives and Endpoints
* Histologically confirmed, platinum resistant, high-grade serous epithelial ovarian, + Safety and tolerability
fallopian tube or primary peritoneal cancer * Determination of MTD
* A maximum of 5 platinum-based and 2 non-platinum prior lines of therapy * ORR per RECIST 1.1, DCR, DoR, PFS and OS
 ECOGO0-1 * PK parameters of TUB-040
* No prior treatment with an ADC containing a TOPO-I inhibitor payload * Immunogenicity
* No biomarker selection based on NaPi2b expression * Quality of life

* NAPISTAR 01-1 also includes an NSCLC arm, which is currently being explored independently from the PROC arm. Cut off: 01 September 2025. ADAs, anti-drug antibodies; ADC=antibody-drug conjugate; ATD, accelerated titration dosing; BOIN, Bayesian optimal

interval; DCR, disease control rate; DoR, duration of response; FIH, first-in-human; MTD, maximum tolerated dose; NaPi2b, sodium-dependent phosphate transporter protein 2B; NSCLC, non-small cell lung cancer; ORR, overall response rate; OS, overall survival; PBC,
platinum-based chemotherapy; PFS, progression-free survival; PK, pharmacokinetics; PROC, platinum-resistant ovarian cancer.

Antonio Gonzalez-Martin, ESMO 2025 Courtesy of Nicoletta Colombo, MD



Efficacy across a wide therapeutic range with complete responses
Antonio Gonzalez-Martin, ESMO 2025

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

S"'Ill
SD SDsD SD
Bl | | | ] eaad | | | | | | ]
PR
PR
PR
PR

PRPRPRPR
. Level 3: 1.67 mg/kg . Level 4: 2.1 mg/kg . Level 5: 2.50 mg/kg . Level 6: 3.3 mg/kg  Frior mivetuximab

soravtansine

Across 1.67 — 3.3 mg/kg:
Onset of activity at low doses

Complete response observed
CA125 response rate* 81%

93% (25/27) of responding patients
are ongoing

80% (37/46) of patients remain on
treatment, indicating durable benefit

PRPAN

ge in sum of diameters from baseline (%)

Best chan

-100

Dose Levels All evaluable patients
(n 10) (n-12) (n=12) (n=12) (n=46) (n=66)*
ORR? n (%) 6 (60) 8 (67) 7 (58) 6 (50)3 27 (59) 36 (55)
Confirmed ORR, n (%) 4 (40) 7 (58) 7 (58) 5(42) 23 (50) 26 (39)
DCR n (%) 9 (90) 12 (100) 11 (92) 12 (100) 44 (96) 64 (97)
Confirmed DCR, n (%) 9 (90) 12 (100) 11 (92) 12 (100) 44 (96) 60 (91)
Confirmed CR, n (%) 0 0 1(8) 0 1(2) 1(2)

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.

Courtesy of Nicoletta Colombo, MD



Platinum Ineligible Ovarian Cancer

ANTIBODY DRUG

CONJUGATED
(ADCS)

Mirvetuximalb-soravtansine!

Trastuzumab-deruxtecan 2

Raludotatug- Deruxtecan 3

Rinatabart Sesutecan (Rina-S)#
AZD5335 5
Ly4170156 ©

NAPISTAR 1-017

CELL CYCLE
REGULATION AND
DNA REPAIR

ADAVOSERTIB &

azenosertib®
CDK2j

P Y
N
G,/M

Checkpoint\

G,

S/G; S
Checkpoint ATM, CHK2, p53

Gy/S
Checkpoint

Gy

Cell Cycle

1[NCT04296890 — Soraya] [NCT04209855 — Mirasol]; 2 [NCT04482309]; 3 [NCT04707248]; 4 [NCT06619236]; > [NCT05797168] ; ¢ [NCT06400472]; 7 [NCT06303505];

8 [INCT03579316]; ® [NCT02595892]; 1° [INCB123667]; "' [NCT05116189]; 12 [NCT03564340] '3 [NCT05257408 — Rosella]; [NCT03776812 — phase II];

Courtesy of Nicoletta Colombo, MD



EXPLOITING REPLICATION STRESS IN
CCNE1 AMPLIFIED TUMOURS

M/G,

checkpoint \
»

Cell cycle

TP53 mutation
Dysregulated cell
cycle

G 2/M
checkpoint

Indirect targeting of T T
CCNE1 amplification : PKMYT1

WEE1 inhibitors
PKMYT1 inhibitors

ATR inhibitors

Selective CDK2
inhibitors
Direct targeting of
CCNE1 amplification
Cyclin E1-CDK2
complex
G A
Checkpgint

CCNE1 amplification/overexpression
leading to increased

cyclin E1-CDK2 activity

p53 deficient & CCNE1 amplified cells rely
on other cell-cycle checkpoints

Frederik Marmé

Au-Yeung G etal., JCO 2023

Courtesy of Nicoletta Colombo, MD



DIRECT TARGETING OF CCNE1

CDK2-inhibitors in Platinum Resistant/Refractory Ovarian cancer
INCB123667: Phase 1B, CCNE1 amplified or overexpressed EOC (n=45)

100 -

Dose
80 B 50 mg bid
&5 i B 100 mg qd
125 mg qd
40 -
20 - PR 20

D
SD PD SD pp pPD

0 - S

SD SD pp

SD
-20 - SD sD sp

SD PD sD SD en

Best Percent Change From Baseline

“1 ORR:  33.3%
s { DOR: 3.6 mo.
sl MPFS: 5.3 mo.

100 ] Responses were observed in pts with CCNE1 amplification (7/29) & without (5/16)
Treatment ongoing in some patients beyond 300 days (n=3)
Good tolerability

Damian S et al., ASCO 2025 abstract #5514
Damian S et al., Journal of Clinical Oncology 2025 Vol. 43 Issue 16_suppl Pages 5514-5514

CR

Courtesy of Nicoletta Colombo, MD



Platinum Ineligible Ovarian Cancer

ANTIBODY DRUG

CELL CYCLE
CONJUGATED REGULATION AND IMMUNOTHERAPY

(ADCS)

Mirvetuximalb-soravtansine!

DNA REPAIR

Trastuzumab-deruxtecan 2

ADAVOSERTIB &

Paclitaxel/pembro™
Raludotatug- Deruxtecan 3

Rinatabart Sesutecan (Rina-S)“ azenosertib® UBAMATAMAR 12
AZD5335 5 CDK2j 10
Ly4170156 ©
NAPISTAR 1-017 .
R
ChecEEéi’\:t
N
62 cellcycle ©

S/G; S
Checkpoint ATM, CHK2, p53

Gy/S
Checkpoint

1[NCT04296890 — Soraya] [NCT04209855 — Mirasol]; 2 [NCT04482309]; 3 [NCT04707248]; 4 [NCT06619236]; > [NCT05797168] ; ¢ [NCT06400472]; 7 [NCT06303505];
8 [INCT03579316]; ® [NCT02595892]; 1° [INCB123667]; "' [NCT05116189]; 12 [NCT03564340] '3 [NCT05257408 — Rosella]; [NCT03776812 — phase II];

Courtesy of Nicoletta Colombo, MD



Immune Checkpoint Inhibitors In Ovarian Cancer:
Phase 3 Evidence

1st-Line No clinically meaningful
*  JAVELIN-10( X activity of Inmune

*  IMAgyn050 | - X Checkpoint Inhibitors

. DUO-O ARPiI X

* ATHENA Co . X Irrespective of:

* FIRST ARPI ? \/ * |ine of treatment

* _ KEYLINK 001 ARPI X = Combination (Bev & PARPi)
»Platin-sensitiv

e ATALANTE X

« ANITA ARPi X

»Platin-resistan

«  JAVELIN-200 X

«  NRG GY 009 X

«  AGO OVAR?2 X

. KEYNOTE-B96 (Pembro) CHT + 10 = Bev ?

Frederik Marmé .
Courtesy of Nicoletta Colombo, MD



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

ECOG PSOor1

Stratification Factors

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

ENGOT-ov65/KEYNOTE-B96 Study Design (NCT05116189)

Pembrolizumab 400 mg
(Q6W, 18 cycles) +

Paclitaxel® 80 mg/m?2 Days 1, 8, 15
of each Q3W cycle

(x bevacizumab 10 mg/kg Q2W)

Placebo
(Q6W, 18 cycles) +

Paclitaxel? 80 mg/m? Days 1, 8, 15
of each Q3W cycle

(x bevacizumab 10 mg/kg Q2W)

Primary Endpoint: PFS per RECIST v1.1 by investigator

Key Secondary: OS

aDocetaxel (75 mg/m2 Q3W) may be considered in participants with severe hypersensitivity reaction to paclitaxel or an adverse event requiring discontinuation of
paclitaxel after consultation with the Sponsor. PThe combined positive score (CPS) was assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx and defined
as the number of PD-L1 CPS 21 cells (tumor cells, lymphocytes, macrophages) divided by the total number of tumor cells x 100. .
( ymphoey phages) Y Courtesy of Nicoletta Colombo, MD



Progression-Free Survival in the CPS =1 Population at A1

100
! 12-mo rate (95% Cl)
2 90+ , 35.2% (28.8-41.7)
= go— ! 22.6% (17.0-28.7)
2 I
E 70_ ! 0
3 ' 1 HR 0.72 (95% Cl, 0.58-0.89)
g 60 ' | P=0.00142
o 50— '
i |
.s 40— : Pembro Arm
§ 30— i Placebo Arm
o _
o 20 I ' Information fraction: 87.9%
o 10— Median follow-up: ! .
15.6 months 1
O | | | | I | I | : | | I | | | | I | | | | I | | | | I
0 3 10 15 20 25 30
No. at risk Time, months
234 170 87 21 5 1 0
232 150 64 16 3 1 0

Response assessed per RECIST v1.1 by investigator review. 2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the
randomization stratification factors. The observed p-value crossed the prespecified nominal boundary of 0.0116 at this planned first interim analysis; because the success
criterion of the PFS hypothesis was met, no formal testing of PFS will be performed at later analyses. Data cutoff date: April 3, 2024.

Colombo N, ESMO 2025

Pts w/
Event

69.2%

77.6%

Median, mo
(95% Cl)

8.3
(7.0-9.4)

7.2
(6.2-8.1)

Courtesy of Nicoletta Colombo, MD



Progression-Free Survival in the ITT Population at A1

Information fraction: 89.5%

100
! 12-mo rate (95% Cl)

2 90 | 33.1% (27.7-38.5)
= go— ' 21.3% (16.6-26.4)
2 |

— |
£ 0 ' [ HR 0.70 (95% Cl, 0.58-0.84)
o 60 ! P <0.00012 Pts w/ Median, mo
E 50 — | Event  (95% ClI)
c 40— : Pembro Arm 71.7% 8.3
= - (7.2-8.6)
§ 30 . Placebo Arm  78.8% 6.4
o ! (6.2-8.1)
o)
o
(a

|

10 - Median follow-up: ! '

15.6 months l '
0 I I I I I I I I I I I ; I I I I I I I I I I I I I I I I I I
0 5 10 15 20 25 30

No. at risk Time, months

322 233 119 34 6 1 0
321 200 84 19 3 1 0

Response assessed per RECIST v1.1 by investigator review. 2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the
randomization stratification factors. The observed p-value crossed the prespecified nominal boundary of 0.0023 at this planned first interim analysis; because the success
criterion of the PFS hypothesis was met, no formal testing of PFS will be performed at later analyses. Data cutoff date: April 3, 2024.

Colombo N, ESMO 2025 Courtesy of Nicoletta Colombo, MD



Key Secondary Endpoint: Overall Survival in the CPS =1 Population at I1A2

100 , 12-mo . 18-mo
1 69.1% 1 51.5%
90— | 59.3% ! 38.9%
o 80— I I
S ! | HR 0.76 (95% CI, 0.61-0.94)
g 707 . | P = 0.0053z
c 60— | :
7 50— ' Pts w/  Median, mo
= ! ! Event (95% CI)
5 407 ! Pembro Arm  67.1% 18.2
3 30— ! : (15.3-21.0)
: ! L1 m1 Placebo Arm 75.4% 14.0
20— . | (12.5-16.1)
10— Median follow-up: | : I Information fraction: 90.0%
26.6 months : :
0 | | | | | | |
0 6 12 18 24 30 36 42
No. at risk Time, months
234 207 161 120 49 13 3 0
232 200 137 89 41 10 1 0

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. The observed p-value
crossed the prespecified nominal boundary of 0.0083 at this planned second interim analysis. Data cutoff date: March 5, 2025.

Colombo N, ESMO 2025 Courtesy of Nicoletta Colombo, MD



FDA Approves Pembrolizumab with Paclitaxel for Platinum-Resistant

Epithelial Ovarian, Fallopian Tube or Primary Peritoneal Carcinoma
Press Release: February 10, 2026

“The Food and Drug Administration approved pembrolizumab as well as pembrolizumab and
berahyaluronidase alfa-pmph in combination with paclitaxel, with or without bevacizumab, for adult
patients with platinum-resistant epithelial ovarian, fallopian tube, or primary peritoneal carcinoma
whose tumors express PD-L1 (CPS>1) as determined by an FDA-authorized test, and who have
received one or two prior systemic treatment regimens.

FDA also approved the PD-L1 IHC 22C3 pharmDx as a companion diagnostic device to identify patients
with epithelial ovarian, fallopian tube, or primary peritoneal carcinoma whose tumors express PD-L1

(CPS>1) for treatment with pembrolizumab.

Efficacy was evaluated in KEYNOTE-B96 (NCT05116189), a multicenter, randomized, double-blind,
placebo-controlled trial that enrolled 643 patients with platinum-resistant, epithelial ovarian,
fallopian tube, or primary peritoneal carcinoma who received one or two prior lines of systemic

therapy for ovarian carcinoma.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-paclitaxel- ‘zeﬁgi‘f;iew

platinum-resistant-epithelial-ovarian-fallopian-tube-or






Pivotal Trials of ICls in ES SCLC — Long term outcome

IMpower133 and IMbrella A CASPIAN KEYNOTE-604
Atezolizumab + CP/ET vs CP/ET + PIb!-2 Durvalumab + P/ET vs P/ET34 Pembrolizumab + P/ET vs P/ET + Plb>$
1004 1004
20 Median 12.9 vs 10.5 mo | Median 10.8 vs 9.7 mo
i g " HR, 0.71 (95% CI, 0.60-0.86) % by HR, 0.76 (95% CI, 0.63-0.93)
s - 504 :and
% 5 : i = SR A
1 B 044 b} 404
2 “ {
201 : 02+ :
410 :
e 3 8 5 1215182129273033 3539424545 5154 37 00 03 66 69 72 7 00 st g ,i, s zi, S e T I EEEEEEEEEEEEE R
NO. 3¢ risk Months P Time from randomnization (monhs) Mo 3t riek Thna, 0
R T A B I o D W MNRBWET T it W W el R R R R R R R R I S22 T % B m AT ES I AT mowmesaow
60% _ , 60% | 539 60%
E0% 52% 11 patients alive _50% _50% | 45% i
s i T 1 ~10%
e 22% 12% 3 23%
8 - 0 @ 20% & 20% 15,5%
5 20% 16%  16% ® » 13% | 15.5%
O 10% O 10% © 10% 6%
0% . 0% 0%
1-year 2-year 3-year* 5-year* 1-year 2-year 3-year 1-year 2-year 3-year
B Atezo + CE HPlb+ CE B Durva+PE MPE B Pembro+PE mPlb+PE

CP, carboplatin; ET, etoposide; P, platinunt Pib, placebo; NE, not estimable. * OS rates at 3-5 years were not estimable in the control arm as rollover to IMbrella A was not permitted.

1-Hom L, etal. N Engl J Med 2018; 2.- Liu S, et al. OA01.04, WCLC 2023; 3.- Paz-Ares L, et al. Lancet 2019; 4.- Paz-Ares L, et al. ESMO Open 2022; 5 - Rudin CM, et al. J Clin
Oncol 2020; 6.- Rudin CM, et al. WCLC 2022

Penn Medicine
Courtesy of Corey J Langer, MD Abramson Cancer Center



Phase Ill IMpower133 Trial: Primary Progression-Free Survival
with Atezolizumab/Carboplatin/Etoposide (ITT Population)

100 Rate of Progression-free Survival
90 at 6 mo at 12 mo
E 0 Atezolizumab  30.9% (95% Cl, 24.3-37.5)  12.6% (95% Cl, 7.9-17.4)
== o’ i Placebo 22.4% (95% Cl, 16.6—-28.2 5.4% (95% Cl, 2.1-8.6
£R
_i e /04 Stratified hazard ratio for disease progression or death,
o8 oo 0.77 (95% Cl, 0.62-0.96)
€4 P=0.02
= R 8 I . e
g o ' % Median in the atezolizumab group,
< 40~ | 5.2 mo (95% Cl, 4.4-5.6)
0 I
29  30- o |
= é’ Median in the :
E 20+ placebo group, |
B 10— 4.3 mo | ~ Atezolizumab
o _ | '
(95% Cl, 4.2-4.5) | Placebo |—|
0 | | | | T | | | | | | | | | | | | | | | | | | |
0 1 2 3 4 5 & 7 & 9 10 11 12 15 14 15 16 17 18 19 20 21 22 23 24
Months
ITT = intention to treat RTP

RESEARCH
TO PRACTICE

Horn L et al. N Engl J Med 2018 December 6;379(23):2220-9.



Merged Analysis of IMpowerl33 and IMbrella A: Long-Term OS

1001 Atezo_;:lP/ET Placebfzt);:P/ET IMpowerl33 IMpowerl33
{n=201} (n=202) and IMbrella A only
OS events, n (%) 159 (79.1) 169 (83.7) OS rate Atezo + CP/ET | Placebo + CP/ET
80 Median OS (95% Cl), months |12.3 (10.8,15.8)| 10.3 (9.3, 11.3) (95% Cl), % (n=201) (n=202)
Atezo + CP/ET median follow-up: 59.4 months (range, 0.0-72.6) 1-year 52% (45-59) 39% (32-46)
601 Placebo + CP/ET median follow-up: 26.4 months (range, 0.0-34.4)
X 2-year 22% (16-28) 16% (11-21)
8 5-year 0S, 12%
407 ! 3-year 16% (11-21) NE?2
1
4-year 13% (8-18) NE?
207 ]
' 5-year 12% (7-17) NE?2
= i
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
No. at risk Months

Atezo + CP/ET 201182159121 93 81 61 48 38 33 30 30 28 26 17 15 15 14 14 12 11 10 8 7 2
Placebo+ CP/ET 202186160114 74 55 39 34 25 11 3 2

Clinical cutoff date: 16 March 2023. NE, not estimable. 2 OS rates were NE in the control arm as rollover to IMbrella A was not permitted.

NE = not evaluable RTP
RESEARCH
TO PRACTICE

Liu SV et al. WCLC 2023;Abstract OA01.04; Reck M et al. Lung Cancer 2024;196:107924.



Phase lll IMpower133: OS by PD-L1 Expression with
Atezolizumab/Carboplatin/Etoposide

PD-L1 Expression = 1%

Atezolizumab Placebo
100 — +CP/ET +CPET
% in=38 {n=26)
=) Median OS, 97 106
ol - an , Mo . .
= 15% €1 76t 17.4) | @310 147
© 07 0.868 (0.506 to 1.489)
g 60 HR (95% CI) Pt
- 50
w
= 404
2
s i
o 24
10

rrrrrrrrrrrrrrrrrrrrrrrrrrTrTrTrTTTTT
01234567 89101121314151617181920212223242526272829202122

Time (months)

No. of Patients at Risk
Atezolizumab + CPET 3633333232302724212015151313131211111010109 6 6 4 2 1

Placebo + CPET 3635353535343228242220171513131211119 8 6 4 4 1 1 1
PD-L1 Expression =5%
100 — Atazolizumab Placebo
+CP/ET +CP/ET
90 - in=15) n=14)
—_
o\o 80 - Median OS, mo 216 82
— 95% CI {94 to NE) (6.1t0 15.7)
[ 0.559 (0.246 to 1.455)
2 oo HR (35% CI) Pl
c
3 50
(%)
= 40
2 3
5 i
o 27
10 4

rTTrrrrrrrTrTrTrT T TT T T T TT T T T T T T T T T T T T TT
01234567 89101121314151617181920212223242526272829202132

Time (months)
No. of Patients at Risk
Atezolizumab «CPET 151414141414131212129 9 8 8 8 7 7777762323221

Placebo + CPET 141313131313129 7 7 7 6 6 5 4 43323232222

Liu SV et al. J Clin Oncol 2021;39:619-30.
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No. of Patients at Risk
Atezolizumab + CPET

Placebo + CPET
100
20

X =0
§ 70
= 60
c
= 50
w
— 40
©
-~ 30
S
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No. of Patients at Risk
Atezolizumab + CPET
Placebo + CPET

Overall Survival (%)

PD-L1 Expression < 1%

Atszolizumab Placabo
+CP/ET +CP/ET
(n=28) n=30
Madian OS, mo 10.2 83
(95% Cn (7910157 | 691098.1)
0513 (0.297 to 0.885)
HR (95% CI) P- 0150°

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrTrTrTTrT
0122456789 101112134151617181920212223242526272829303132

Time (months)

28272626262622191817141213111109 8 7 6 6 56 3 3 3 3 2 1
373432323126242219128 8 6 6 54 331111

PD-L1 Expression < 5%

1 Atezolizumab Placebo
+CPET +CPET

- (n - 49) in = 59)

T Median 0S, mo 9.2 as

_ 196% C1 (761012.2) | (8.0t0 10.00
0.774 10510 to 1.175)

- HR (95% CI) P 2278%

rTTrrrrrrrTrTrTrT T T T T T T T T T T T T T T T T T T TT
0123456789 10111213141516171819202122232425262728292023132

Time (months)

404645444441413127252019181616151312109 9 8 6 5 4 4 2 1
GO5654545347444136282119151413121 1117 6 43 2 1 11

RTP
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T-cell Engagers
Ubamatamab (REGN4018) in Advanced Ovarian Cancer

« Ubamatamab is a human bispecific

Ubamatamab antibody, developed using

(MUC16xCD3 Veloclmmune technology

* Ubamatamab is designed to bridge
MUC16 on cancer cells with CD3-
expressing T cells to facilitate T-cell
activation and cytotoxicity*

* In immune-deficient mice, ubamatamab
combined with human immune cells led to
dose-dependent antitumor activity against
intraperitoneal MUC16- expressing ovarian
tumour cells and malignant ascites®6

1. National Cancer Institute. Available at: https://seer.cancer.gov/statfacts/html/ovary.html. Accessed January 20, 2022; 2. Siddiqui MK et al. Gynecol Oncol. 2017;146:44-51; 3.
Pujade-Lauraine et al. J Clin Oncol. 2014; 13:1302-8; 4. Crawford A et al. Sci Transl Med. 2019;11:1-13; 5. Crawford A et al. Abstract presented at AACR 2018, Chicago, USA; 6.

Crawford A et al. Oral presentation at PEGS Boston Summit 2020, Virtual.

Courtesy of Nicoletta Colombo, MD



Randomised Phase 2 study of ubamatamab =+ cemiplimab
in patients (pts) with platinum-resistant ovarian cancer (OC)

Figure 2. Comparison of best overall tumour response across Figure 3. Comparison of DOR spider plots for treatment Arms A

treatment Arms A, B and C*

| ArmA: Ubamatamab 250 mg IV Q3W

Liver metastases status Best overall response
Z Positive M Progressive disease
Il Negative M Stable disease

W Partial response

] ArmA: Ubamatamab 250'mg IV Q3W

20% increase

30% decrease

Best tumour change
from baseline (%)

SoD change
from baseline (%)

and B

——— No liver metastases
Intraparenchymal (+ capsular) liver metastases

20% increase

30% decrease

Patient

1 Arm B: Ubamatamab 800 mg IV Q3W

jo

Liver metastases status Best overall response

T T
8 9 10 11 12

~ -

——— No liver metastases
Intraparenchymal (+ capsular) liver metastases

7 % Positive M Progressive disease 3
i Il Stable disease <
60 W Negative W Partial response % 2 200 rerease
&5 £
E < 20% increase a8 30% decrease
G 2 & E — = —
= = [} —
32 & —_— .
ES — —
2
=5 -100 v ' 1 ' ' 1 ' ' 1 ' 1
O = 2 3 4 6 7 8 9 10 11 12
m Month
Arm A: Ubamatamab 250 mg IV Q3W Arm B: Ubamatamab 800 mg IV Q3W
n=50 n=50
-100 -
Patient Median DOR
- Liver metastases status Best overall response 5.7 (2.8-NE) 10.5 (2.5-NE)
100 TOSE range), months
Arm C: Ubamatamab 250 mg # Positive M Progressive disease (range)
80 M Negative M Stable disease

1 + cemiplimab 350 mg IV Q3W

W Partial response

Data cut-off: 15 Jan 2025. *Patient remains on treatment as of data lock; TPatient continued treatment beyond 12 months.

DOR, duration of response; IV, intravenous; NE, not evaluable; Q3W, once every 3 weeks; SoD, sum of diameters.

20% increase

Best tumour change

Patient

Jung-Yun Lee, ESMO 2025

Courtesy of Nicoletta Colombo, MD



Platinum Ineligible Ovarian Cancer

ANTIBODY DRUG CELL CYCLE
CONJUGATED REGULATION AND IMMUNOTHERAPY GLURCEOCCECID:E.BSOID

(ADCS) DNA REPAIR

Mirvetuximab-soravtansine

Trastuzumab-deruxtecan z ADAVOSERTIB 8 Paclitaxel/pembro -

'Raludotatug— Deruxte?an | RELACORILANT 3

Rinatabart Sesutecan (Rina-S)* azenosertib® UBAMATAMAR 12

AZD5335 5 CDK2i 10
Ly4170156 ©

NAPISTAR 1-017

(" cHka
\_ WEET M

G/M 4

Checkpoint\

G,

S/G; S
Checkpoint ATM, CHK2, p53

Gy/S
Checkpoint

Cell Cycle &l

AAAAAAAA

1[NCT04296890 — Soraya] [NCT04209855 — Mirasol]; 2 [NCT04482309]; 3 [NCT04707248]; 4 [NCT06619236]; > [NCT05797168] ; ¢ [NCT06400472]; 7 [NCT06303505];
8 [INCT03579316]; ® [NCT02595892]; 1° [INCB123667]; "' [NCT05116189]; 12 [NCT03564340] '3 [NCT05257408 — Rosella]; [NCT03776812 — phase II];

Courtesy of Nicoletta Colombo, MD



ROSELLA

O Relacorilant is a novel, selective GR antagonist (SGRA) that restores
the sensitivity of cancers to cytotoxic chemotherapy?3->-¢

Relacorilant Mechanism of Action

Relacorilant OO O

o0 oo eoe ® @ Relacorilant (150mg PO) e Multiprotein O I icoid
L] L] L] {8y Nab-pacitaxeligome/m? V) Complex Glucocorticoi
1 8

Population DAY 15 28 Dual Primary Endpoints Receptor
= Epithelial ovarian, primary = Progression-free survival (PFS) by
peritoneal or fallopian tube B Relacorilant+Nab-paclitaxel RECIST v1.1 per blinded independent
cancer N=381 Openabel central review
= ECOG performance status O or 1 Day»ZSt::f mmn{';"famn 2 = Overall survival
. ; Nab-paclitaxel Treatment to .
I':‘;igdr:::g?;gtmz::r;;:::i;the P progression or Secondary EndelntS
unmanageable toxicity
(excluding no response to, or = PFS by RECIST v1.1 per Investigator
z:?nfgi;s;?arlil:u:) month of . Ii. =5. =1ls 23” n | Nab-paciitaxel (100 mg/m21v) « ORR, DoR, CBR (RECIST v1.1)
« 1-3 prior lines of therapy *Ongoing cycles = Response by CA-125 GCIG criteria
= Must have received prior = Combined respopse.(RECIST v1.1 and GR Response
bevacizumab Stratification Factors CA-125 GCIG criteria) Element
» Prior lines of therapy (1 vs >1) = Safety
» Region (North America vs Europe vs Korea, Australia, & Latin America)

NCT05257408 First patient enrolled: 51 January 2023
Last patient enrolled: 8t April 2024
Data cutoff: 24t February 2025
Conducted at 117 sites in 14 countries.

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

Pro-apoptotic Synergy with Taxanes

1. Martorana, et al. Int J Gynecol Cancer. 2025;35(1):100009. 2. Veneris, et al. Gynecol Oncol. 2017;146(1):153-60. 3. Greenstein, et al. Oncotarget. 2021;12(13):1243-55. 4. Melhelm, et al. Clin Cancer Res. H
2009;15(9):3196-3204. 5. Stringer-Reasor, et al. Gynecol Oncol. 2015;138(3):656-62. 6. Munster, et al. Clin Cancer Res. 2022;28(15):3214-24. 7. Colombo, et al. J Clin Oncol. 2023;41(30):4779-89. CO u rtesy Of N ICO I etta Co I 0 m bo, M D




ROSELLA | Relacorilant Significantly ROSELLA | Relacorilant Improved
Improved Progression-Free Survival Overall Survival at this Interim

Assessed by Blinded Review Analysis ( not yet significant)

- Relacorilant + .
100 + 5 £ o
Relacorll.‘flnt Nab-paclitaxel Nab-paclitaxel pab p_aclltaxel
Nab-paclitaxel z “ N=193
N=193 N=188
N=188 1004 S
o) ()

- Events, n (%) 113(60.1) 121(62.7) vl Events, n (%) 82 (43.6) 110(57.0)
9 Median PFS, m (95% Cl) 6.54(5.55-7.43) 5.52(3.94-5.88) Median OS, m (95% Cl)  15.97(13.47-NR) 11.50(10.02-13.57)
3 HR (95% CI) 0.70(0.54-0.91) 807 HR (95% C1) 0.69 (0.52-0.92)
g 60 P=0.0076 (Log-rank Test) < P=0.0121 (Log-rank Test)

O~ s

- S 60
o £
T A
S 407 3
g g 40+
o0
£

20+ P 20

- —q_ :
——————————— )
L-o
0 [ —a—— Relacorilant + nab-paclitaxel — -©— - Nab-paclitaxel monotherapy] 0+ [—=— Relacorilant + nab-paclitaxel — -0— - Nab-paclitaxel monotherapy |
T T T T T T T T T T T [} T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 0] 2 4 6 8 10 12 14 16 18 20 22
Duration of Progression-free Survival (Months) Duration of Overall Survival (Months)
X X No. at risk (events/cumulative events)
) ) No. at risk (events/cumulative events) Relacorilant + nab-paclitaxel 188 (0/0) 180 (6/6)  162(12/18) 143 (14/32) 126(17/49) 111(10/59) 77 (10/69) 49 (5/74) 24(4/78) 10(3/81) 4(0/81)  0(1/82)
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)  179(6/6) ~ 160(13/19) 137(20/39) 115(20/59) 93(15/74) 65(14/88) 40(9/97)  16(9/106) 11(1/107) 3(2/109) 0(1/110)
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)

statistical significance threshold at the interim analysis: P<0.0001

Alexander Olawaiye, ASCO 2025, Lancet 2025
Courtesy of Nicoletta Colombo, MD



ROSELLA | Relacorilant Improved PFS Assessed by
BICR in the Subgroup of Patients Who Received

Prior PARP Inhibitor Treatment

ROSELLA | Relacorilant Improved PFS Assessed by
BICR in the Subgroup of Patients Who had Progressed

Relacorilant +

Nab-paclitaxel Nab—Np:f 2I|(t)axel
N=114
Events, n (%) 66 (57.9) 72 (60.0)
Median PFS, m (95% Cl) 7.36 (5.59-8.18) 463 (3.55-5.72)
HR (95% Cl) 0.60 (0.42-0.85)
Nominal P=0.0035 (Log-rank Test)
. |
§ pu
&
£ o
£
£
0  [—=A—Relacorilant + nab-paciitaxel = © == Nab-pacitax= monotherspy |
’ ' DuradonofProgreslo;-flee Survh:al(Months) i ’ ]
No. at risk {events/cumulative events)

0,
HR (95% CI) 0.56 (0.37-0.84)
Nominal P=0.0046 (Log-rank Test)

1004

804
g
3
T 60
=3
"
: S
S 0 T,
i (-
2 - “ e
a &, LA -

20 L — =

B
i @ ©
0+ | —A— Relacorilant + nab-paciitaxel ~ © Nab-paclitaxel monotherapy |
T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20
Duration of Progression-free Survival (Months)
No. atrisk (events fcumulative events)
Relacorilant + nab-paclitaxel 86 (0/0) 67 (9/9) 50(11/20) 36(10/30) 21(10/40) 12(5/45) 7 (1/46) 5(1/47) 600/47) 0(1/48)
Nab-paclitaxel monotherapy 97 (0/0) 58(24/24) 34(17/41) 14(10/51) 71(3/54) 3(3/57) 1(0/57) 1(0/57) 1(0/57) 1(0/57) 0(0/57)

ORR (Investigator): 39.5% (45/114) vs 30.8% (37/120)

Lorusso, ESMO 2025

on a PARP Inhibitor

Relacorilant +
Nab-paclitaxel
N=86
Events, n (%) 48 (55.8) 57 (58.8)
Median PFS, m (95% Cl) 7.36 (5.39-8.44) 3.94 (3.32-5.72)

Nab-paclitaxel
N=97

J

ORR (Investigator): 34.9% (30/86) vs 26.8% (26/97) Data cutoff: Feb 24, 2025

Courtesy of Nicoletta Colombo, MD



Overall Survival Primary Endpoint Met in Phase Ill ROSELLA Trial of
Relacorilant for Patients with Platinum-Resistant Ovarian Cancer
Press Release: January 22, 2026

“...[The company] today announced that ROSELLA, the company’s pivotal Phase 3 trial of relacorilant

plus nab-paclitaxel to treat patients with platinum-resistant ovarian cancer, met its overall survival
(OS) primary endpoint.

 Data demonstrate a 35 percent reduction in the risk of death

e Both dual primary endpoints (progression-free and overall survival) were met, without the need
for biomarker selection and without increased safety burden

Relacorilant’s New Drug Application (NDA) is under review by the U.S. Food and Drug
Administration as a treatment for patients with platinum-resistant ovarian cancer with a Prescription
Drug User Fee Act (PDUFA) target action date of July 11, 2026.

Complete results from ROSELLA will be presented at an upcoming medical conference.”

Year,,
https://ir.corcept.com/news-releases/news-release-details/overall-survival-primary-endpoint-met-corcepts-pivotal-phase-3 44Review



Year in Review:
Ovarian Cancer

MODULE 1: Promising Novel Agents and Strategies Under Investigation in
Ovarian Cancer

— Antibody-drug conjugates
— KEYNOTE-B96 Phase lll trial: Pembrolizumab and paclitaxel +/- bevacizumab
— ROSELLA Phase lll trial: Relacorilant with nab paclitaxel

MODULE 2: Current Management of Newly Diagnosed and Relapsed/Refractory

Ovarian Cancer

— First-line treatment approaches

— Chemotherapy/bevacizumab for platinum-resistant ovarian cancer
— Mirvetuximab soravtansine

— Trastuzumab deruxtecan

™ Year, [
| 44Review [5



Progression-Free Survival: PARPI and Immunotherapy

DUO-O

KEYLYNK 001

FIRST

NontBRCAm HRD-positive population:
Final PFS (DCO: 18 Sept 2023)

Events, n (%)

Durvalumab +
olaparib arm arm

(n=140)
57 (40.7)

Control

Durvalumab ‘

arm
(n=143)
94 (85.7)

(n=148)
89 (60.1)

Median PFS (95% CI), months 45.1 (31.1-NR) 25.1(229-286)  23.3(21.2-25.0)
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Harter P Ann Oncol 2025;
Vergote | ESGO 2025; Hardy-
Bessard AC Ann Oncol 2025

Courtesy of Angeles Alvarez Secord, MD, MHSc



Overall Survival: PARPi and Immunotherapy

DUO-O KEYLYNK 001

Non-tBRCAm HRD-positive population:
Interim OS (DCO: 18 Sept 2023)

Durvalumab + Durvalumab Control
olaparib arm arm arm
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Courtesy of Angeles Alvarez Secord, MD, MHSc



l|||] ICONS8B: Revisiting Weekly Paclitaxel in Epithelial Ovarian Cancer

Survival outcomes

. . . Arm B Am B3
P rogression -free Survival Overall Survival Carbo#PaclitBev al 34) Carbo{3w)#Paclfv]+Bex(n)
8 | 1.00 1 N=292 N=286
- Arm B1 (N=292) Arm B3 (N=286) . Deaths 24 (13%) 197 (69%)
Events 244 (30%) 221 (17%) Medin 0 (05%C) | 396 (37,450 198437 545
2 0.75+ HR (95% C) 079 (065, 098], p=0010
o Median PFS (95% CI) 16.7 (15.2, 18.4) 22.2(19.7, 24.4)
HR (95% Cl) 0.75 (0.62, 0.90), p = 0.002
: +10.2 months
o
& 0.25
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8_ | Arm B3 0,00
o T T T T T T T T T T T T T T T I I I I I I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 3 42 48 54 60 66 72 78 84
Months from randomisation MOﬂthS from randomisation
Subgroup EveBr113/N EveBn::s/N :-2‘335Z%rgtll)o Med Ian FU 72 months

Timing of surgery
IPS 22/39 18/40

OVG ra I I S U ervaI DPS/inoperable 192/253  179/246

0.81 (0.43, 1.54)
0.78 (0.64, 0.96)

= Stage of disease
Subgroup Analysis R L |
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1
———
1
)
+
—_———
1
Histological subtype "
High grade serous 196/269 172/247 —l— 0.81 (0.66, 1.00)
—_—
—_— e
1
1
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T
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Non-high grade serous 16/20 19/31 - 0.47 (0.24, 0.95)

Germline BRCA status

Pathogenic variant detected 12/18 7/12 0.66 (0.26, 1.73)

Wild type 90/122 90/129 — 0.84 (0.62, 1.13)

Clam A ESMO 2025 Not known 112/162  100/145 0.74 (0.56, 0.97)
p Overall 214/292 197/286 0.79 (0.65, 0.95) Courtesy Of Angeles Alvarez Secord’

T T
2 .5

! MD, MHSc



“m DESTINY-Ovarian01 (DO-01) Phase 3 Study of trastuzumab

deruxtecan (T-DXd) with bevacizumab vs bevacizumab monotherapy
1L maintenance in HER2-expressing ovarian cancer

Primary Endpoint: PFS by BICR in HER2
IHC 3+/2+ population

Patient population

o Adult (>18 years)
+ Histologically confirmed diagnosis of epithelial

T-DXd 5.4 mg/kg Q3W +
BEV 15 mg/kg Q3W

Key Secondary: OS HER2 3+/2+ population

high-grade ovarian, fallopian tube, or primary Secondary:

peritoneal carcinoma Safety run-in (n = 20): PFS by BICR HER2 3+/2+/1+
+ Centrally confirmed HER2-expression (IHC 3+/2+/1+)* T-DXd + BEV OS HER2 3+/2+/1+
* FIGO stage Ill or [V PFS and PFS2 HER2 3+/2+ and 3+/2+/1+
+ No disease progression after 1L therapy? _ o ORR and DOR by BICR HER2 3+/2+ and
v ECOGPSof Oor 1 Primary Objective: Safety BEV 15 mg/kg Q3W 3+/2+/1+
[}

TFST/TSST HER2 3+/2+ and 3+/2+/1+
Safety & PROs

Received SOC BEV with platinum-based chemotherapy

Exploratory:
Minimum 30% with HER2 IHC 3+ Stratification Factors: CBR by BICR HER2 3+/2+ and 3+/2+/1+

Maximum 15% with HER2 IHC 1+ :
° HER2 expression (3+ vs 2+ vs 1+) EI;SQSK CA125 HER2 3+/2+ and 3+/2+/1+

Surgical outcome (No residual vs residual vs
no surgery)
Histology (HGSC vs nonserous)

T-DXd for a maximum of 34 cycles and BEV for up to 16 cycles (maximum 22 cycles including concurrent with 1L
chemotherapy or until PD, unacceptable toxicity, withdrawal consent or study termination.

Gonzalez-Martin A ESMO GYN 2025

Courtesy of Angeles Alvarez Secord, MD, MHSc



U AURELIA Open-Label Phase lll Trial

Plati -resistant OC
2 |m.1m res-yls an _ Chemotherapy Treat to Optional BEV *Chemotherapy options (investigator’s choice):
« <2 prior anticancer regimens PD/toxicity monotherapy® Paclitaxel 80 mg/m? D1,8,15,22 — qdw

* No history of bowel
. : Topotecan 4 mg/m2D1,8,15 - q4w
obstruction/abdominal fistula, (or 1.25 mg/m2D1 to 5 — q3w)

or clinical/radiological

. . . - ] 2 _
;cgir;ﬁe%ftrecto&gmmd BEV 15 mglkg q 3 wP Treat to Invi:t;?::fr s PLD 40 mg/m? D1 - q4w
o .
\_ ) chemotherapy PD/toxicity (without BEV)
1.0 4 — CT BEV +CT — CT BEV +CT
: (n=182) (n=179) 1.0 i, (n=182) (n=179)
Events, n (%) 166 (91%) 135 (75%) Events, n (%) 136 (75%) 128 (72%)
0.8 - Median PFS, months 34 6.7 Median 0S, months 133 16.6
= 95% ClI 221037 57t07.9 __ 0.8~ 95% CI 11910164 13710190
= HR (unstratified) 0.48 oy HR (unstratified) 0.85
e 0.6 95% ClI 0.38 to 0.60 = 95% Cl 0.66 to 1.08
g il Log-rank P value <.001 % 0.6 Log-rank P value <.174
o Lo ) o, e (2-sided, unstratified) o) (2-sided, unstratified)
= =
= 04~ 2 044
w 7]
= o
0.2 0.9
}
0 3 6 9 12 15 18 21 24 0 6 12 18 214 310 316 412
Time (months) Pujade-Lauraine E JCO 2014 - Time (months)

Courtesy of Angeles Alvarez Secord, MD, MHSc



) AURELIA Open-Label Phase |l Trial

== PAC BEV + PAC

(n=55 __ (n=60)
Al Events, n (%) 49 (89) 37 (62) 40 - H
1.0 Median PFS, months 3.9 10.4 M CT alone (n =54) Parace nteS|s
95% Cl 35t05.6 7.9to011.9 35 BEV + CT (n = 59)
= HR (unstratified) 0.46
= 0.8 + 95% ClI 0.30 to 0.71 __ 304
% f’f 25 +
o)
e cL{_) 0.6 "g 20
a &+ >
25 & 154
&S e 33% =
g ] 10 -
= Ll
n H 5
Ll 0.2 : 16% \ | | \ I
1 ] )
: : 0 T T T T T T
: : ; 1 2 3 4 5 6
0 3 6 9 12 15 18 21 24 CyCIe NO
T. ( th ) No. at risk ’
Ime {months CT alone 54 48 34 26 16 12
No. at risk BEV + CT 59 57 48 44 35 32
PAC 55 39 16 11 6 1 1 0 0
BEV + PAC 60 51 38 27 11 3 1 1 0
60 Objective Response Rates (%)
=PAC == BEV + PAC
(n =55) (n =60)
5 Events, n (%) 41(75)  36(60) 50
. T Median OS, months 13.2 22.4
95% Cl 8210 19.7 16.7 to 26.7
= m +
= ] HR (unstratified) 0.65 40 SocC Bev + SOC
= 0.8+ 95% ClI 0.42 to 1.02
e ]
* g
3 =0.001
Sw 30
a0 R
20 : i
© ' : 20
= : : !
-a 1 1
Ll H H
i i 10
13.25 5224
0 6 12 18 24 30 36 42 0
Time (months) All Paclitaxel PLD Topotecan
No. at risk
PAC 55 40 32 22 13 3 0 0 o 0 0 0 0
BEV + PAC 60 52 43 34 19 a 1 53.3% vs 30.2% 13.7% vs 7.8% 17% vs 0%

Pujade-Lauraine E JCO 2014; Poveda AM JCO 2015 Courtesy of Angeles Alvarez Secord, MD, MHSc



Investigator’'s Choice Chemotherapy in FRa-Positive, Platinum-Resistant

k“m MIRASOL (GOG 3045/ENGOT-0v55) Phase 3 study MIRV vs
Ovarian Cancer (PROC) : Final Overall Survival Analysis

Patient Population

MIRV Primary Endpoint: PFS by INV (BICR
(6 mg/kg adjusted ideal body weight sensitivity analysis)

Q3W) *Key Secondary:
Key Eligibility ORR by INV
*Platinum-resistant disease (PFl <6 mo) ON

*FRa+ by IHC (=75% tumor cells with

PRO (EORTC QLQ-OV28 abdominal/Gl
22+ membrane staining)
*High-grade serous

IC Chemotherapy subscale)
+1-3 prior lines of therapy Paclitaxel, PLD, or topotecan -Secondary: Safety and tolerability,

*Prior BEV and PARPI allowed DOR, CA-125 response, and PFS2
+1° platinum-refractory disease excluded Treatment until progression or unacceptable toxicity
(primary PFI <3 mo)

1:1 Randomization

Stratification Factors”
|C chemotherapy: paclitaxel, PLD, or topotecan
Prior lines of therapy: 1 vs 2 vs 3

*Final OS analysis after 300 deaths, if statistical significance at the IA is not reached per the prespecified efficacy
stopping boundary

VanGorp T SGO Meeting 2025
Courtesy of Angeles Alvarez Secord, MD, MHSc



MIRASOL Phase lll Trial: Platinum Resistant Ovarian

Cancer

3 30.5-mo follow-u 13.1-mo follow-u
MIRV 65% 48% 34% p p 068 054,084 oot
ICC 56% 36% 22% MIRV MIRV Prior exposure to bevacizumab
0.8 - (n=227) (n-226) (n=227) Yes B 24 065(050,089) HH 0.0021
> : No 15 070(049,099) i 0.0450
E Median OS, mo 16 85 13 34 6 46 2 75 Prior exposure to PARPi maintenance
".c'é (95% Cl) (14.36,19.78) | (11.37,15.15) | (14.46,24.57) | (10.91,14.36) Yes % 18 054(040,0.73) HH <0.0001
a 067 No 190 143 0.87(062,1.21) —— 0.4065
° HR 0.68 0.67 Uncertain M0 083(0.2232) —s 107919
% (95%Cl) (0.54,0.84) (0.50, 0.89) Number of prior lines of therapy
s 1 1or2 A5 180 0.70(0.53,0.95) - 0.0190
s 0.4 ‘1‘1-‘_'_‘—\_‘ Pvalue 0.0004* 0.0046 3 208 159 0.65(047,089) H 0.0062
3 oo *08 reached statistical significance in primary analysis. The P value at the final analysis is descriptive en
i ; Pegylated liposomal doxorubicin 163 119 0.75(052,1.08) [ ! 0.1242
0.2 Paclitaxel 185 | 132 0.68(048,097) e 0.0313
Median fouow.up timein Topotecan 105 88 0.56(0.37,0.86) H— 0.0073
the ITT population: 30.5 mo [') 1 é :':,
0.0 - ® Censored
T T T T T T T T T 1 T T T Final analysis® ‘
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

e I
Survival time, mo (n=227) (n=226)

i isk: ORR by INV, n (%) 95 (41.9)° 36 (15.9)
Number of patients at risk: i g g8
MIRV 227 204 178 156 135 114 98 80 70 50 33 25 12 8 4 0 oOdds ratio 3.75
(95% ClI) (2.4, 5.85)

ICC 226 18 159 134 110 85 67 48 42 25 13 11 7 1 0

Best overall response, n (%)

Complete response 13 (5.7) (4]
Partial response 82 (36.1) 36 (15.9)
No new safety signals Stable disease 87 (38.3) 91 (40.3)
. . - Progressive disease 31 (13.7) 63 (27.9)
Most common > G3 in MIRV versus ICC, respectively, were blurred vision (8% vs Not evaluable 14 (6.2) 36 (15.9)
0%), keratopathy (10% vs 0%), abdominal pain (3% vs 1%), fatigue (2% Median DOR, mo 6.93 4.44
0 . 0 o . . (95% CiI) (5.78, 8.84) (4.17,5.75)
vs 5%) and diarrhea (1% vs 1%). Ocular AEs completely or partially resolved in T e 11.01 =
(95% CI) (9.30, 12.02) (6.60, 8.84)

93% of patients.

VanGorp T SGO Meeting 2025 Courtesy of Angeles Alvarez Secord, MD, MHSc



Q““ PICCOLO Phase Il Trial: 3L+ Platinum Sensitive Ovarian Cancer

Novel therapies in PSOC are Patient Population
urgently needed: =

In a Medidata® pooled clinical
trials analysis of patients with 3L+

PSOC, of whom 96.9% had PD | Key eligibility Treatment until
on PARPi » Platinum-sensitive disease (defined as PD tabl
radiographic progression >6 mo from last » unacceptable
- ORR was 16.9% dose of most recent platinum therapy) MIRV toxicity,
e » FRa. positivity by IHC (275% tumor cells with =) (_g m%kgdadJUS_ti? W;Lhnir:r‘:‘;a'o‘r’f
] . >2+ membrane staining) \deal body weig .
median PFS was 6.11 months At least 2 prior platinum-containing regimens Q3W) death, whl;fhetver
comes firs

* Prior PARPI required if BRCA+

- median OS was 19.35 months , ,
* Appropriate for single-agent therapy

Prior BEV not required

*Primary Endpoint: ORR by INV
*Key Secondary: DOR by INV
*Secondary: PFS, OS, Safety

Alvarez Secord A Ann Oncol 2025; Coleman RLASCO 2025
Courtesy of Angeles Alvarez Secord, MD, MHSc



Qllll PICCOLO Phase |l Trial:

Confirmed inv-assessed ORR:
51.9% (95% CI 40.4%- 63.3%)

100 +

80 +

60

40 1

20 +

Percentage change from baseline
o

-100 -

6 CRs (7.6%)
35 PRs (44.3%)
SD 36.7%

AR Gttt A A

mDOR = 8.25 months (95% CI 5.55-10.78 months)
mPFS was 6.93 months (95% CI 5.85-9.59 months)

Alvarez Secord A Ann Oncol 2025

Courtesy of Angeles Alvarez Secord, MD, MHSc

Subgroup

Prior lines of therapy

3L+ Platinum Sensitive Ovarian Cancer
ORR subgroup, n ORR, n (%) [95% Cl]

lor2 49 27 (55.1) [40.2-69.3]

3 24 12 (50.0) [29.1-70.9]

>4 6 2 (33.3) [4.3-77.7]
Exposure to PARPis

Yes 64 30 (46.9) [34.3-59.8]

Progression on PARPi® 59 27 (45.8) [32.7-59.2]
Without progression on PARPi 5 3 (60.0) [14.7-94.7]

No 12 9 (75.0) [42.8-94.5]

Unknown® 3 2 (66.7) [9.4-99.2]
Exposure to bevacizumab

Yes 51 25 (49.0) [34.8-63.4]

No 28 16 (57.1) [37.2-75.5]
Exposure to both PARPis and bevacizumab 41 18 (43.9) [28.5-60.3]
Exposure to taxanes

1 line only 57 28 (49.1) [35.6-62.7]

Multiple lines 20 12 (60.0) [36.1-80.9]
BRCA mutation status

Positive 22 16 (72.7) [49.8-89.3]

Negative/Unknown 57 25 (43.9) [30.7-57.6]
Most recent PFI°

<12 months 43 18 (41.9) [27.0-57.9]

>12 months 34 22 (64.7) [46.5-80.3]

Missing 2 1 (50.0) [1.3-98.7]




U

Efficacy summary in overall population and by prior PARPi treatment
Prior PARPi PD with

Final Analysis

Overall | ) poi naive

popu_lation (n=12) treaiment PA:RPi
(N=79) (n=64) (n=59)
ORR, n (%)? 41 (51.9) 9 (75.0) 30 (46.9) 27 (45.8)

(95% Cl) (40.4-63.3)  (42.8-94.5)  (34.3-59.8)  (32.7-59.2)

ngiba“ DOR, 8.25 8.77 8.25 7.33
(95% Cl) (5.55-10.78)  (3.52-15.18)  (5.45-10.78) (5.03-10.78)

Median PFS, mo? 6.93 10.02 6.87 6.18
(95% Cl) (5.85-9.59) (6.87-15.31)  (5.55-8.90)  (5.55-8.41)

Median OS, mo 2717 27.89 2717 27.04
(95% Cl) (23.79-NR) ~ (15.31-NR)  (23.79-NR)  (22.14-NR)

Alvarez Secord A Ann Oncol 2025; Alvarez Secord A ESMO-Gyn 2025;

Estimated % alive: 96%

1.0

o
oo
1

Survival probability

o
N
1

o
(o]
f

o
=N
L

o
o

PICCOLO Phase Il Trial: 3L+ Platinum Sensitive Ovarian Cancer:

Median OS
27.17 Months (95% CI, 23.79-NR)

89% 13% 60%

|° Censored

0 3 6 9 2 15 18 o u 7 N B
Survival time, mo

77% received subsequent therapy:

47% platinum, 32% gemcitabine, 30%

anthracyclines; 28% other chemotherapy;

25% bev; 23% taxanes
Courtesy of Angeles Alvarez Secord, MD, MHSc



Q“II FORWARD II: Mirvetuximab and Pembrolizumab in

Platinum Resistant Ovarian Cancer

Patient POpUlatiOn Primary Endpoint: ORR
— *Secondary: DOR, PFS, Safety

Key eligibility

* Recurrent EOC/FT/PP Cancer Treatment until PD,

« Platinum-resistant disease (defined as unacceptable toxicity,
radiographic progression within 6 mo from MIRV withdrawal of consent, or
last dose of most recent platinum therapy) e dl (6 M9’kg adjusted ideal body death, whichever comes first. If

« Tumor FRa expression thresholds weight) + Pembrolizumab MIRV was discontinued,
were 225 % (dOSG escalation COhOl't) 200 mg Q3W participants could continue on

and =50 % (dose expansion cohort)
of cells with 22+ membrane staining

intensity.

pembrolizumab monotherapy
for up to 2 years.

Participants grouped by FRa

expression e 20% had 3 priors, 43 % had >4 priors
* low, n=14 * 43 % had prior Bev

* medium, n=14 . .

+  high, n=26 * 41 % had prior PARPI

Matulonis U Gynecol Oncol 2025 Courtesy of Angeles Alvarez Secord, MD, MHSc



Maximum % Change from Baseline

60+

FORWARD II: Mirvetuximab and Pembrolizumab in PROC

B Low: 225% and <50% tumor staining at 22+ intensity

10

B Medium: 250% and 75% tumor staining at 22+ intensity
Bl High: 275% tumor staining at >2+ intensity
0 Missing

N= 55 evaluable
ORR was 31 % (95%

Cl, 19-45)

xNE oPD aPR +SD

Median DOR = 8.0 months (95% Cl, 4.2-NR)

% Change from Baseline

% Change from Baseline

% Change from Baseline

25

-so

-75

25

-so

50

25

o

-100

75

S50

2s

o

-100

75

s0 -

25

o

25

_s0

75

|

-75

S 40 S0 120 160 200 240 280 320 360 400 440 480 520 S60 600 640 680 720 760 800 840
Days from Baseline

S 40 S0 120 160 200 240 2850 320 360 400 440 450 520 560 600 640 680 720 760 S00 840
Days from Baseline

-100

© 40 S0 120 160 200 240 280 320 360 400 440 480 520 560 600 640 680 720 760 800 840
Days from Baseline

Median  95% ClI
0.94 Low: 325 (1.38,5.52)
Medium: 2.79 (1.38, 5.45)
0.81 High: 559 (2.79, 8.48)
£ 0.7
=
T 0.6
o
a 051
3 044
g
& 03-
0.2 ‘
004 ° Censored
1 || 1 1 I || 1 I 1 Ll || L}
0 3 6 9 12 15 18 21 24 27 30 33

Time (Months)

Median PFS = 4.2 months (95% Cl, 2.8-5.6)

**Treatment-emergent pneumonitis 25 %,
G =23 in 2 (4 %) participants.

Matulonis U Gynecol Oncol 2025

Courtesy of Angeles Alvarez Secord, MD, MHSc



DESTINY-PanTumor02: Phase 2 study of Trastuzumab

deruxtecan (T-DXd), HER2-targeted ADC, in advanced HER?2

expressing tumors. Part 1 Final Analysis

Study type

Open label, multicenter,
multicohort, Phase 2

Treatment
T-DXd 5.4 mg/kg IV Q3W

NCT04482309

Median PFS*
Months

Median OS*
Months

Lt ®° Endometrial
e Confirmed ORR*
e DOR*
e PFS*
e OS & Bladder
e Safety and tolerability
e Subgroup analyses by
HER2 status @ Biliary tract
e Subgroup analyses by

HER2 IHC status by central testing™
All patients —

IHC 3+ IHC 2+

5.9 12.5 4.1
(4.0, 8.3) [40] (2.3, 12.6) [19]

(3.1, NE) [11]
13.2 20.0 13.0

(8.0, 17.7) [40] (3.8, NE) [11] (4.7,21.9) [19]

IHC 3+

All Ovarian
100 -
= 80 -
>‘-0—‘
a5 63.6
x £
o % 60 -
© g
8 &
E =0
e
S S
© % 20 -
>
£
0 -
n=267 75 125 40 11 19

Inv-assessed ORRs by central HER2 IHC Status

HER2 IHC status at enrollment?

IHC 2+

12.6 44
(2.3,7.1) [25]

(4.1, NE) [15]
20.0 10.7

(7.2, NE) [15] (5.9, 14.8) [25]

(95% CI) [n]; ** Based on ASCO/CAP guidelines for HER2 scoring for gastric cancer; ¥ HER2 for enroliment based

on local assessment.

Makker V. ESMO 2025

Courtesy of Angeles Alvarez Secord, MD, MHSc



||m DESTINY-PanTumor02: Phase 2 study of Trastuzumab deruxtecan

(T-DXd), HER2-targeted ADC, in advanced HERZ2 expressing tumors.

Part 1 Final Analysis

Safety Summary

AE category, n (%) AI(Ir‘i):Zt:;r;ts
Any AE 261 (97.8)
Any drug-related AE 226 (84.6)
Grade 23 111 (41.6)
Drug-related serious AEs 36 (13.5

)
)

Drug-related AEs associated with dose interruptions 55 (20.6

Drug-related AEs associated with dose reductions 56 (21.0)
Drug-related AEs associated with discontinuations 27 (10.1)
Drug-related AEs associated with deaths 4 (1.5)
Adjudicated drug-related ILD/pneumonitis 31 (11.6)
Grade 23 4 (1.5)

Drug-related Grade =3 AEs occurred in 111
(41.6%) patients

 The most common were neutropenia (11.2%),
anemia (10.9%), decreased ANC (8.6%), and

fatigue (6.0%)

« Adjudicated drug-related ILD/pneumonitis
11.6% (n=31)
- Most G1 (n=8, 3.0%) or G2 (n=19, 7.1%)

 Three (1.1%) G5 events reported

Makker V. ESMO 2025 Courtesy of Angeles Alvarez Secord, MD, MHSc



J Emerging ADC Therapies: Clinical Characteristics and Efficacy Summary

T-DXd R-DXd Rina-S AZD5335 HS-20089
HER2 CDH6 FRa FRa B7-HR

Population EOCC HGSC/HGEC EOC EOC EOC HGSC
Prior Regimen Median 3 9%/39%/51% Median 3 Median 3 Median 3 Median 4
(1L/2L/3L) (1-12) (1-5) (1-9) (1-9) (1-7)
PFl <3 mo -- 44% -- -- 46% --
Prior PARPI -- 70% 64% 63% 73% --
Prior Bev -- 83% 90% 69% 73% 84%
Prior Mirv -- 3% 19% 4%* -- 13%
ORR (%) 64% g+/37% 44-57% 23-56% 54% 48% 55%
+
Median DoR (mo) 11.3 -- NR -- 6.8 --
Median PFS (mo) 12.5 3+/5.9 all -- -- -- 6.4 --
Median OS (mo) 13.2 -- -- -- 14.6 --

Meric-Bernstam F JCO 2023; Ray-Coquard | ESMO 2025; Lee EK SGO 2025; Oaknin A ESMO 2025; Yuan G ESMO 2025;

Gonzalez Martin A ESMO 2025 Courtesy of Angeles Alvarez Secord, MD, MHSc



! Efficacy and safety of avutometinib +/- defactinib in

recurrent LGSOC: ENGOT-OV60/GOG-3052/RAMP 201

Part A Part B Part C Part D
Selection phase Expansion phase Expansion phase combination Lower dose in combination

Go-forward regimen Avutometinib + defactinib Avutometinib + defactinib Avutometinib + defactinib Avutometinib + defactinib
3.2mg BIW 200 mg BID 3.2 mg BIW 200 mg BID 3.2 mg BIW 200 mg BID 1.6 mg BIW 200 mg BID

KRAS mt (n = 16) KRAS mt (n = 20) KRAS mt (n = 22) KRAS mt (n =11)
Key inclusion criteria KRAS wt (n = 15) KRAS wt (n = 22) KRAS wt (n = 20) KRAS wt (n = 16)
Recurrent LGSOC

Prior chemotherapy

Measurable disease
(RECIST v1.1)
Prior MEKi allowed

Primary end point: ORR (BICR per RECIST v1.1)

KRAS mt (n = 16) - KRAS mt (total n = 15) _ , er R
. Evaluation of ORR in combination arm

1. In KRAS mt patients

KRAS wt (n = 17) . KRASwt(total n = 22) 2. All patients (KRAS mt and wt)

Oral dosing for
monotherapy and
combination therapy:

3 weeks on/1 week off Go-forward regimen selection criteria (selection phase)
1. Observed ORR is comparatively greater than the other regimen
2. Observed ORR of the leading regimen is >15%

Banerjee SN J Clin Oncol 2025
Courtesy of Angeles Alvarez Secord, MD, MHSc



Efficacy and safety of avutometinib +/- defactinib in

recurrent LGSOC: ENGOT-OV60/GOG-3052/RAMP 201

0.6 4

0.4 4

DOR (probability)

0.2 4

81% (62 to 91)!
87% (66 to 96),

0

oc
o
= 100 4
o5 75

[eb] ‘
o £
2 ) 50 4
cCw :
® E
e o 0
: —-—
28 5
@B o
o 8
86 —50 -
DD o
=
K
173 -100 -
[e5]
o

-125 A

6 months, % (95% CI): 12 months, % (95% Cl):|

72% (5410 89)!
82% (65 t0 98)|

ORR by BICR

KRAS mt
N=57

44%

Preferred Term

Avutometinib (3.2 mg two

times per week) +

Defactinib

(200 mg two times per day),

n=115

All Grades, No. (%)

Grade 23,2 No. (%)

IIIIIiIII
012345678291

Time (months)

Time (months)

0%
; Nonlaboratory AEs
2 Nausea 77 (67) 3@
7
I’ Diarrhea 67 (58) 9 (8)
- Edema peripheral 61 (53) 1(1)
Prior MEKi
rior MEKi treatment Rash® 58 (50) 33)
: . Fatigue 50 (44) 3(3)
KRAS wt *#  Ongoing treatment —
Vomiting 49 (43) 3@
Vision blurred 47 (41) 0
7i " PFS, median (95% C1) Dermatitis acneiform 39 (34) 5 (4)
.0 patien
— il —— et | ot | aen | erd Dry skin 30 (26) 0
KRAS mt (To':‘:g) 'fmsﬂ";' 'fn‘i;‘;t ¥ —— KRASw 12.9 months | 22.0 months | 12.8 months -
et 084 1 ~+  Consored  |(109t020.2)| (11.1t0366)| (7.4t0 18.4) Anemia 26 (23) 6 (5)
—+  Censored (14.8t031.1)| (14.8t031.1) | (5.5to NE) E [ StOmatIt]S .]8 (.] 6) 3 (3)
— +—t = 06- Laboratory-related AEs
E 1 § o Increased blood CPK 69 (60) 28 (24)
2 04 Increased blood bilirubin, 38 (33) 5 (4)
w
& ——1 AST increased 36 (31) 2 (2)
0.2+ §mo, % (95% CI): 12 mo, % (95% CI): ALT increased 25 (22) 2(2)
79% (70 to 86) 58% (47 to 68)
T 0 T T T T T T T T T T T T T T T T T T . .
0111213 1415 16 1718 19 20 21 22 23 24 25 26 27 28 29 30 31 0 2 4 6 8 1 12 14 16 18 20 22 24 26 28 30 32 34 36 Banerjee SN J Clln OnCOI 2025

Courtesy of Angeles Alvarez Secord, MD, MHSc



||||] Efficacy and safety of avutometinib +/- defactinib in

recurrent LGSOC: ENGOT-OV60/GOG-3052/RAMP 201
May 8, 2025

FDA grants accelerated approval to the
combination of avutometinib and defactinib

for KRAS-mutated recurrent low-grade
serous ovarian cancer

For patients with KRAS-mutated recurrent low-grade serous ovarian cancer
who have received prior systemic therapy.

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-combination-avutometinib-and-

defactinib-kras-mutated-recurrent-low Courtesy of Angeles Alvarez Secord, MD, MHSc



Second Opinion: Integrating Novel Approaches
into the Management of Non-Muscle-Invasive
and Muscle-Invasive Bladder Cancer

A CME Symposium Held Adjunct to the
2026 ASCO® Genitourinary Cancers Symposium

Thursday, February 26, 2026
7:00 PM -9:00 PM PT (10:00 PM - 12:00 AM ET)

Faculty

Matthew D Galsky, MD
Shilpa Gupta, MD
Andrea Necchi, MD

Moderator
Terence Friedlander, MD




Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is
very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC and
ABS credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.
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