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Summary of ASCO Annual Meeting 2025 Ovarian Cancer Plenary

TRUST (Trial of Radical Upfront Surgical Therapy) ENGOT ov3/AGO-OVAR

* Primary endpoint — OS. OS improvement was not seen. First Ph3 RCT to show improved median PFS for PDS
compared to ICS particularly in Stage Il

OVATION-2 Trial: Phase /Il IP NACT +/- IMNN-001 (IL-12 gene lipopolymer nanoparticle)

* Primary Endpoint: Safety and PFS. Increased activity in HRD patients. Confirmatory Ph3 underway
FIRST: Carbo/pac +/- Dostarlimab +/- Bev followed by maintenance niraparib +/- dostarlimab in first-
line

* Primary Endpoint PFS in the ITT. Dostarlimab + maintenance niraparib was statistically significant though clinically
modest

ROSELLA/GOG 3073: Phase Ill Nab-Pac +/- Relacorilant
* Primary Endpoint PFS and OS. Met PFS endpoint. Interim OS showed clinically meaningful 16 vs. 11.5 months

Phase 2 Pembro and Lenvatinib in recurrent/persistent OCCC
* Primary Endpoint of ORR (25%) and PFS at 6 months (30%). Met ORR with 37% and 56% are PFS at 6 months

Phase 1 of INCB123667:. CDK2 inhibitor in PROC refractory OC

* Primary Endpoint: Safety. Secondary ORR. Safe with most common TEAEs hematologic and Gl grade < 2. ORR of
33%



PDS versus NACT for Stage IIl/IV Ovarian Cancer
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TRUST Study Design
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TRUST Baseline Characteristics

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



TRUST Results: Surgical Effort and Procedures
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TRUST Results: Surgical Outcome
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TRUST Results: Progression-free Survival (ITT)
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Primary Endpoint: Overall Survival
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TRUST Results: Treatment Effects According to Subgroups
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TRUST Results: Prespecified Exploratory Subgroup Analysis <br />FIGO Stage IlI
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TRUST Results: Prespecified Exploratory Subgroup Analysis <br />Complete Gross Resection in All FIGO Stages
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A Surgical Trial with Robust Surgical Quality
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Surgical Procedures and Morbidity with PDS
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Where to Position These Results in NACT Literature
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Key Takeaway Points: TRUST Trial
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Initial disease burden as a significant prognostic
iIndicator despite RO

Pre-op Disease
Score (DS)-high
RO and DS-
moderate low w
minimal residual
with same overall
survival

Complex surgery
does not affect
survival when
accounting for
other
confounding
influences

Horowitz et al. GOG 182 analysis JCO 2015
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A Phase I/ll study of the Safety and Efficacy of IP IMNN-001 in combination with N/ACT in patients newly-diagnosed with advanced EOC: <br />Updated Survival Analysis from
OVATION-2 Trial

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



OVATION-2 Phase I/ll Study in EOC N/ACT +/- IMNN-001

IMNN-001 is a nanoparticle encased gene
therapy: IL-12 gene therapy
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Results Efficacy: PFS (Primary endpoint) and Response
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Results Efficacy: OS (13 mo benefit at 31 mo FU)
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Conclusions
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FIRST Trial Design
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FIRST Trial Design
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Endpoints and Statistical Testing Strategy
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Baseline Demographic and Clinical Characteristics
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Biomarker Status
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FIRST Trial: Improved PFS with addition of CPI to PARPI
compared to PARPI
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PFS per RECIST v1.1in the PD-L1+ Population<br />In arm 2 (niraparib) and arm 3 (dostarlimab + niraparib), 27.9% of patients had PD-L1+ tumors (TAP 25%).<br />
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Conclusions
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One of these trials is not like the others
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ROSELLA: A Phase 3 Study of Relacorilant in Combination with
Nab-Paclitaxel versus Nab-Paclitaxel Monotherapy in Patients
with Platinum-Resistant Ovarian Cancer

(GOG-3073, ENGOT-ov72, APGOT-Ov10, LACOG-0223, and ANZGOG-2221/2023)

Alexander Olawaiye,? Laurence Gladieff, Lucy Gilbert, Jae-Weon Kim, Mariana Scaranti, Vanda Salutari,
Elizabeth Hopp, Linda Mileshkin, Alix Devaux, Michael McCollum, Ana Oaknin, Aliza L. Leiser, Nicoletta

Colombo, Andrew Clamp, Boglarka Balazs, Giuseppa Scandurra, Emilie Kaczmarek, Hristina |. Pashova,
Sachin G. Pai, and Domenica Lorusso

TUniversity of Pittsburgh School of Medicine and UPMC Magee-Women’s Hospital, Gynecologic Oncology Group, Pittsburgh, PA, USA.
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Targeting glucocorticoid receptor sighaling:
Tumors produce glucocorticoids to evade immunity

 Increased glucocorticoid signaling is
commonly associated with cancers

» Glucocorticoids exert Immunosuppressive
effects --> suppresses cytotoxic T cells &
Increases M2 suppressive macrophages

e Tumors and TAMs can induce de novo
steroid biosynthesis and increase
glucocorticoid conc to affect T cells to evade
Immunity (Mahata et al Nat Comm 2020)

IS abundantly expressed in ovarian
tumors, and high GR expression is
associated poor outcomes?

"Luvero etal. 2014;2 Veneris etal. 2017; Munsteretal. 2019



Relacorilant binds to the Glucocorticoid Receptor and prevents
cortisol from binding and activating

* Relacorilant is a novel, selective GR antagonist (SGRA)

that restores the sensitivity of cancers to cytotoxic Kelacorlant MOA
chemotherapy3->:
e Relacorilant binds to glucocorticoid receptor with high Mg:;;g;»;;?f_\ Glucocorticoi
affinity and prevents cortisol from exerting its effects ¢ Receptor
« Acts like an antagonist since it prevents cortisol from ! l
binding and activating the glucocorticoid receptor <¢«L>
cal
« Combined with nab-paclitaxel since it does not
require steroid premedication and thus does not risk
Impairing the efficacy of relacorilant —) 4—%
Tal\)l(l?tr:‘r(:ti:g:f: ’ Apoptotic Cell Pro-apoptotic
Disruption Death BCL2 Proteins

1. Martorana, et al. Int ] 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. 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. Pro-a po ptotic Synergy with Taxanes




ROSELLA | Study Schema

Population

= Epithelial ovarian, primary
peritoneal or fallopian tube
cancer

= ECOG performance status 0 or
1

= Progression <6 months after
the last dose of platinum
therapy (excluding no response
to, or progression in <1 month
of primary platinum)

= 1-3 prior lines of therapy

= Prior bevacizumab required

NCT05257408

e 'Y Y 'Y Y ® e+ Relacorilant(150 mg PO)
] L L jL_B®__| Nab-paclitaxel (80 mg/m? IV)
T T
DAY 1 8 15 28" '

N=381 Relacorilant +Nab-paclitaxel

Open-label

SCREENING randomization 1:1 FOLLOW-UP

Day-28to-1

Nab-paclitaxel

Treatment to
progression or
unmanageable toxicity

m* , Nab-paclitaxel (100 mg/m? IV)

*Ongoing cycles

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

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

Alexander B. Olawaiye, MD

Dual Primary Endpoints

= Progression-free survival (PFS) by
RECIST v1.1 per blinded independent
centralreview

= Qverall survival

Secondary Endpoints
= PFES by RECIST v1.1 per Investigator
* ORR, DoR, CBR (RECIST v1.1)
= Response by CA-125 GCIG criteria

= Combined response (RECIST v1.1 and
CA-125 GCIG criteria)

= Safety

First patient enrolled: 5" January 2023
Last patient enrolled: 8™ April 2024
Data cutoff: 24t February 2025
Conducted at 117 sites in 14 countries.
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https://clinicaltrials.gov/study/NCT05257408

ROSELLA | Baseline Characteristics Were Well Balanced

Relacorilant + Nab-paclitaxel (N=188) Nab-paclitaxel (N=193)
Age, median (range), years 61 (26-85) 62 (33-86)
White 136 (72.3) 135 (69.9)
Black or African-American 3(1.6) 2(1.0)
0
Race, n (%) Asian (92% Korean) 22 (11.7) 26 (13.5)
Other/ Not Reported 27 (14.4) 30 (15.5)
Ethnicity, n (%) Hispanic 16 (8.5) 17 (8.8)
North America 45 (23.9) 45 (23.3)
Region Europe 107 (56.9) 109 (56.5)
Korea, Australia, and Latin America 36 (19.1) 39 (20.2)
ECOG Performance Status, n (%)* Tor2 53(28.2) 63 (32.6)
BRCA1/2 Mutation, n (%) Yes 23(12.2) 24 (12.4)
1 15(8.0) 18 (9.3)
Prior Lines of Therapy, n (%) 2 92 (48.9) 89 (46.1)
3 81(43.1 86 (44.6
Primary Platinum Refractory, n (%)" Yes 13 (6.9) 13 (6.7)
Prior Lines of Therapy in the Platinum- -
resistant Setting, n (%) ol 67(35.6) 82 (42.5)
Prior Taxane in the Platinum-resistant
Setting, n (%) Yes 8(4.3) 7 (3.6)
Bevacizumab 188 (100) 193 (100)
Prior Therapies, n (%) Taxanes . . 187 (99.5) 192 (99.5)
Pegylated Liposomal Doxorubicin 121 (64.4) 125 (64.8)
PARP Inhibitor 114 (60.6) 120 (62.2)
*In the nab-paclitaxel monotherapy arm, 1 patienthad an ECOG performance status of 2. TProgressed within 3 months of the last dose of platinum from their first line platinum regimen. 97% of patients had high-grade serous Data cutoff: Feb 24’ 2025

carcinoma; 8 patients had high-grade endometrioid carcinoma and 2 patients had carcinosarcoma. BRCA, Breast Cancer Gene; ECOG, Eastern Cooperative Oncology Group.

Alexander B. Olawaiye, MD a1



ROSELLA | Statistical Plan for Dual Primary Endpoints
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ROSELLA | Relacorilant Significantly Improved Progression-
Free Survival Assessed by Blinded Review

Progression-free survival assessed by
the investigator was positive and

consistent (HR 0.71, P=0.0030)
Maturity: 50%

Relacorll‘ant * Nab-paclitaxel
Nab-paclitaxel N=193
N=188

i +
Relacorll'ant Nab-paclitaxel
Nab-paclitaxel N=193
N=188

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

Alexander B. Olawaiye, MD



ROSELLA | Lower Incidence of Ascites with Relacorilant + <br />Nab-paclitaxel
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ROSELLA | Common (>20%) Adverse Events
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Gastrointestinal Other

Peripheral neuropathy occurred with similar frequency in both arms (19.1% and 17.4%).
5 SAEs of febrile neutropenia were reported, 4 (2.1%) with relacorilant + nab-paclitaxel and 1 (0.5%) with nab-paclitaxel monotherapy.
5 SAEs of sepsis were reported, 3 (1.6%) with relacorilant + nab-paclitaxel and 2 (1.1%) with nab-paclitaxel monotherapy.

TEAESs that occurred in >20% of patients. Assessed in the safety population of patients who received at least one dose of study drug, N=378. Combined terms are presented for neutropenia (neutropenia,
reduced neutrophil count, and febrile neutropenia), anemia (anemia, reduced hemoglobin, and reduced red blood cell count) and fatigue (fatigue and asthenia). SAEs, serious adverse events; TEAES,
treatment-emergent adverse events.

Alexander B. Olawaiye, MD

Data cutoff: Feb 24, 2025
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ROSELLA | Selected Exposure-Adjusted Adverse
Events

Exposure-Adjusted Incidence Rate
(AE incidence normalized to the duration of exposure)

400 r Relacorilant + Nab-paclitaxel
Nab-paclitaxel
350
300 When adjusted for duration of
Incidence rate per 100- 5 | exposure, tl.1e mmdence. rates of
patient-years duration of neutropenia and anemia were
exposure (£95%Cl) L0 L comparable between study
arms.
150 f
100 f
50
0 .

Neutropenia* Anemia’

*Combined term including anemia, decreased red blood cell count, and decreased hemoglobin. fCombined term including neutropenia, decreased neutrophil count, and febrile neutropenia. Assessed in the safety population of patients who

received at least one dose of study drug, N=378. AE, adverse event; Cl, confidence interval. Exposure-Adjusted Incidence Rate (EAIR) is defined as Event Incidence rate per 100 patient-years-exposure (PYE): (Total number of patients with an

event/Total PYE)*100. Exact 95% confidence interval based on Poisson distribution for EAIR. The total PYE to a treatmentis the sum of individual patient’s PYE within the treatment exposure period and is defined as: (i) For patients with an

event within the exposure period: (First event start date-first dose date+1)/365.25; (ii) For patients with no event within the exposure period: (Study participation end date- first dose date +1)/365.25. Data cutoff: Feb 24, 2025
EAIR difference: [(Relacorilant + Nab-paclitaxel) - Nab-paclitaxel Monotherapy]. The exact confidence interval for difference of EAIR between two treatment arms is based on two independent Poisson distributions. : ’

Alexander B. Olawaiye, MD 46



ROSELLA | Conclusions
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Key Inclusion/Exclusion Criteria
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Patient Characteristics
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Co-primary endpoint: Objective response rate
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Progression-free survival at 6 months
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Key Takeaway Points/Conclusions
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Study Design
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Patients and Disease Characteristics
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Best Percent Change in Target Lesions From Baseline
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Efficacy (Part 1B)
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Pharmacodynamics: ctDNA
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Conclusions
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Summary of ASCO Annual Meeting 2025 Ovarian Cancer Plenary

TRUST (Trial of Radical Upfront Surgical Therapy) ENGOT ov3/AGO-OVAR

* Primary endpoint — OS. OS improvement was not seen. First Ph3 RCT to show improved median PFS for PDS
compared to ICS particularly in Stage Il

OVATION-2 Trial: Phase /Il IP NACT +/- IMNN-001 (IL-12 gene lipopolymer nanoparticle)

* Primary Endpoint: Safety and PFS. Increased activity in HRD patients. Confirmatory Ph3 underway
FIRST: Carbo/pac +/- Dostarlimab +/- Bev followed by maintenance niraparib +/- dostarlimab in first-
line

* Primary Endpoint PFS in the ITT. Dostarlimab + maintenance niraparib was statistically significant though clinically
modest

ROSELLA/GOG 3073: Phase Ill Nab-Pac +/- Relacorilant
* Primary Endpoint PFS and OS. Met PFS endpoint. Interim OS showed clinically meaningful 16 vs. 11.5 months

Phase 2 Pembro and Lenvatinib in recurrent/persistent OCCC
* Primary Endpoint of ORR (25%) and PFS at 6 months (30%). Met ORR with 37% and 56% are PFS at 6 months

Phase 1 of INCB123667:. CDK2 inhibitor in PROC refractory OC

* Primary Endpoint: Safety. Secondary ORR. Safe with most common TEAEs hematologic and Gl grade < 2. ORR of
33% in CCNE1 amp/OE tumors



Thank you!
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