FPN: 536P

RELACORILANT + NAB-PACLITAXEL
IN PATIENTS WITH RECURRENT,
PLATINUM-RESISTANT OVARIAN
CANCER: PHASE 2 SUBGROUP
ANALYSIS MIRRORING THE PATIENT
POPULATION OF AN UPCOMING
PHASE 3 STUDY

PRESENTER;:
Prof. Nicoletta Colombo, MD
Contact: nicoletta.colombo®@ieo.it

Nicoletta Colombo’, Toon Van Gorp?, Ursula A. Matulonis®, Ana
Oaknin?, Rachel N. Grisham?, Gini F. Fleming®, Alexander B.
Olawaiye’, lulia Cristina Tudor?, Hristina |. Pashova®, Domenica
Lorusso’

"University of Milan-Bicocca & European Institute of Oncology, IRCCS,

Milan, Italy; 2University Hospital Leuven, Leuven Cancer Institute, Leuven,
Belgium; °Dana-Farber Cancer Institute, Harvard Medical School, Boston,

MA, USA; “Vall d’Hebron Institute of Oncology (VHIO), Hospital Universitari
Vall d’Hebron, Barcelona, Spain; °"Memorial Sloan Kettering Cancer Center &
Weill Cornell Medical Center, New York, NY, USA; ¢The University of Chicago,
Chicago, IL, USA; “University of Pittsburgh School of Medicine, Pittsburgh,

PA, USA; 8Corcept Therapeutics, Menlo Park, CA, USA’° Fondazione Policlinico
Universitario Gemelli IRCCS & Catholic University of Sacred Heart, Rome, Italy

Summary & Conclusions

e There is a large unmet need for novel, targeted
treatments in platinum-resistant ovarian cancer that
can extend survival without adding toxicity.

e Selective GR modulation is a promising, new oncologic
therapeutic platform.

e This study was the first randomized, controlled,
phase 2 trial of the selective GR modulator relacorilant
combined with nab-paclitaxel in patients with platinum-
resistant/refractory ovarian cancer.

o Benefit was observed with intermittent relacorilant
+ nab-paclitaxel treatment vs. nab-paclitaxel
monotherapy in the entire study population, including
improved PFS, DoR, and a trend toward improved OS.

o Greater improvements in PFS, OS, and DoR with
intermittent relacorilant + nab-paclitaxel were
observed in subgroup analyses, particularly in women
without primary platinum-refractory disease who
had received <3 prior lines of therapy, including prior
bevacizumab.

e These phase 2 results informed the patient population,
dosing schedule, and comparator agent choices in the
ongoing confirmatory phase 3 trial (ROSELLA).

The authors want to thank all those who
participated in this study: The study patients
and their families, the investigators, and the

Scan QR code to
download poster

sponsor team.

Copies of this poster obtained through QR (Quick Response) and/or text key codes are for personal
use only and may not be reproduced without written permission of the authors.

Background

e Platinum resistance occurs in virtually all patients with recurrent ovarian
cancer.’

o Single-agent chemotherapies are commonly used in this setting, but
outcomes are generally poor."'?
o There is a large unmet need for novel, targeted treatments.

e In preclinical models, cortisol reduces the efficacy of chemotherapies by
suppressing the apoptotic pathways used by cytotoxic agents.

o Cortisol acts by binding to the glucocorticoid receptor (GR), which is
abundantly expressed in ovarian tumors.*

o High GR expression is also associated with poor outcomes.*

e Preclinical and clinical data indicate that modulation of GR signaling
can reverse the anti-apoptotic effects of cortisol, thereby enhancing the
efficacy of cytotoxic agents.’

e Relacorilant is a selective GR modulator (SGRM) that inhibits the anti-
apoptotic effects of cortisol.

o Relacorilant has shown promise in enhancing the efficacy of taxanes
(particularly paclitaxel/nab-paclitaxel) in preclinical as well as phase 1

and phase 2 clinical studies in various solid tumors.>®
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Data from the continuous relacorilant + nab-paclitaxel arm are not reported here. Granulocyte colony
stimulating factor (G-CSF) was mandated in the relacorilant arms and administered by investigator decision
in the nab-paclitaxel monotherapy arm. PFS, progression-free survival; ORR, objective response rate; DoR,
duration of response; OS, overall survival.

 Aphase 2, randomized, controlled, open-label, 3-arm study of
relacorilant + nab-paclitaxel vs. nab-paclitaxel monotherapy in patients
with recurrent, platinum-resistant or platinum-refractory ovarian,
primary peritoneal, or fallopian tube cancer

Dosing Schedules

« Nab-paclitaxel: On days 1, 8, 15 of each 28-day schedule; 100 mg/m? as
monotherapy, 80 mg/m? when combined with relacorilant’

e Intermittent relacorilant + nab-paclitaxel: 150 mg on the day before, the
day of, and the day after nab-paclitaxel infusion

Key Findings

e Intermittent administration of relacorilant + nab-paclitaxel resulted
in clinically meaningful benefit without increased side effect burden
compared to nab-paclitaxel monotherapy.>®*

o PFS: HRO0.66 (P=0.038; median PFS 5.6 vs. 3.8 months)
o DoR: HR 0.36 (P=0.006; median DoR 5.6 vs. 3.7 months)
o Q0S: HRO0.67 (P=0.066; median OS 13.9 vs. 12.2 months)

*Results not adjusted for multiplicity.

« Here, we present results from 3 ad-hoc subgroup analyses that informed
the patient population of the ongoing confirmatory phase 3 study of
relacorilant + nab-paclitaxel in patients with platinum-resistant ovarian
cancer (ROSELLA, NCT05257408).

Patients Without Primary Platinum-refractory
Disease Who Had Received 1-3 Prior Lines of
Therapy

o Patients with primary platinum-refractory disease and

those with >3 prior lines of therapy have particularly poor
prognosis and are commonly excluded from clinical trials.

e Patients with primary platinum-refractory disease were

randomly overrepresented in the intermittent relacorilant
dosing arm vs. nab-paclitaxel monotherapy (n=11 vs. n=1).

e In this subgroup, greater improvements in PFS, DoR, and OS

vs. nab-paclitaxel monotherapy were observed.

Intermittent

Relacorilant + Nab-paclitaxel

Monotherapy
(N=50)

Nab-paclitaxel
(N=46)

PFS'

Number of events, (%) 36 (78.3%) 48 (96.0%)

Log-rank test, P-value? 0.016 -

DoR' in patients with objective response

Number of patients with
L 18 17
objective response

Log-rank test, P-value? 0.001 -

oS’

Number of events, (%)

Log-rank test, P-value? 0.01 -

'Data cutoff date for the primary analysis: March 22, 2021; applies to PFS and DoR. 2Nominal
P-values are presented. 3Data cutoff date for the final (OS) analysis: March 7, 2022.

Patients Who Had Received Prior Bevacizumab

e Bevacizumab is commonly used and part of the standard of

care for recurrent ovarian cancer.

e Patients who had received prior bevacizumab showed greater

benefit from adding relacorilant to nab-paclitaxel.

e Prior use of bevacizumab is required for enrollment in the

ROSELLA phase 3 trial.

Intermittent

Relacorilant + Nab-paclitaxel

Monotherapy
(N=37)

Nab-paclitaxel
(N=31)

PFS'

Number of events, (%) 24 (77.4%) 36 (97.3%)

Log-rank test, P-value? 0.005 -

DoR' in patients with objective response

Number of patients with
Sy 11 10
_objective response
Number of events (%) 7 (63.6%) 10 (100.0%)

Log-rank test, P-value?

oS’

Number of events, (%)

Log-rank test, P-value? 0.031 -

'Data cutoff date for the primary analysis: March 22, 2021; applies to PFS and DoR. 2Nominal
P-values are presented. 3Data cutoff date for the final (OS) analysis: March 7, 2022. NR, not
reached.

Final Phase 3 Population: Patients Without
Primary Platinum-refractory Disease Who Had
Received 1-3 Prior Lines of Therapy, Including
Prior Bevacizumab

In this subgroup, even greater improvements in PFS, DoR,
and OS were observed than in the previous 2 analyses
individually.

Intermittent

Relacorilant + Nab-paclitaxel

Monotherapy
(N=31)

Nab-paclitaxel
(N=25)

PFS’
Number of events, (%) 20 (80.0%) 30 (96.8%)

Log-rank test, P-value? 0.005 -
DoR'" in patients with objective response

Number of patients with
objective response

Log-rank test, P-value?
0S3
Number of events, (%)

Log-rank test, P-value? 0.011 —

'Data cutoff date for the primary analysis: March 22, 2021; applies to PFS and DoR. 2Nominal
P-values are presented. 3Data cutoff date for the final (OS) analysis: March 7, 2022.
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ROSELLA (GOG-3073, ENGOT-Ov72/MITO)
Phase 3 Study Design

e Informed by these analyses, ROSELLA, a phase 3, randomized,
controlled, 2-arm, open-label, multicenter study of
intermittent relacorilant + nab-paclitaxel vs. nab-paclitaxel,
has been initiated and is ongoing.
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* Progression <6 months after last
dose of platinum-based therapy
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anticancer therapy
- PFS (by INV)
*  Prior treatment with bevacizumab . . per RECIST v1.1
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e Prior lines of therapy (1 vs >1)
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BICR, blinded independent central review; INV, investigator; BOR, best overall response.
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