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Results from the phase 1/2 study of OP-1250,
an oral complete estrogen receptor (ER)
antagonist (CERAN) and selective ER
degrader (SERD) in patients (pts) with
advanced or metastatic ER-positive,
HER2-negative breast cancer

N.U. Lin,' V. Borges,? M. Patel,3 M. Okera,* J. Meisel,> R. Wesolowski,
T. Pluard,” K. Miller,® N. McCarthy,® A. Conlin,'° R. Mahtani,"!

D. Sabanathan,'? K. McCann,'® E. Roesch,' G. Mathauda-Sahota,"

J. Schroeder,'® E. Hamilton'®

Dana-Farber Cancer Institute, Department of Medical Oncology, Boston, MA, USA; 2Anschutz Medical Campus, University of
Colorado Cancer Center, Aurora, CO, USA; 3Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, FL, USA;
4Cancer Research SA, Adelaide, SA, Australia; SWinship Cancer Institute, Emory University, Atlanta, GA, USA; 6The Ohio State
University Comprehensive Cancer Center, Division of Medical Oncology, Columbus, OH, USA; "Saint Luke's Cancer Institute - Koontz
Center for Advanced Breast Cancer, Kansas City, MO, USA; éIndiana University Melvin and Bren Simon Comprehensive Cancer
Center, Indianapolis, IN, USA; ®icon Cancer Center - Wesley Medical Centre, Auchenflower, QLD, Australia; "°Providence Cancer
Institute, Portland, OR, USA; "University of Miami Miller School of Medicine, Sylvester Comprehensive Cancer Center, Miami,

FL, USA; 2MQ Health Cancer Services at Macquarie University Health Sciences Centre, Sydney, NSW, Australia;

3Jonsson Comprehensive Cancer Center, University of California Los Angeles, Los Angeles, CA, USA; "“Cleveland Clinic, Taussig
Cancer Center, Medical Oncology, Cleveland, OH, USA; 50lema Oncology, San Francisco, CA, USA; 6Sarah Cannon Research
Institute at Tennessee Oncology, Nashville, TN, USA




DECLARATION OF INTERESTS

Nancy U. Lin

Institutional Research Support: Genentech, Pfizer, Merck, Seattle Genetics, Zion Pharmaceuticals,
Olema Pharmaceuticals, AstraZeneca

Consulting Honoraria: Puma, Seattle Genetics, Daichii-Sankyo, AstraZeneca, Denali Therapeutics,
Prelude Therapeutics, Olema Pharmaceuticals, Aleta BioPharma, Affinia Therapeutics, Voyager Therapeutics,
Janssen, Blueprint Medicines, Stemline/Menarini, Artera Inc., Reverie Labs

ERESMD "
2023 Nancy U. Lin Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Palazestrant (OP-1250) Is An Oral CERAN/SERD

* Palazestrant (OP-1250) is an oral complete ER antagonist @ Palazestrant
(CERAN) and selective ER degrader (SERD) ( .l (CERAN/SERD)
* Palazestrant potently binds and completely blocks o ’SfF
transcriptional activity of both wild-type and ESR7-mutant ER"2
No Qance_r Cell
* Palazestrant was well tolerated through dose escalation, at y,wjjjjmj

doses up to 300 mg/day, with no dose-limiting toxicities and
MTD was not reached’

* Palazestrant has highly favorable pharmacokinetics, oral bioavailability with once-daily dosing,
and mean terminal half-life of 8 days

* Here we present results for patients treated at the palazestrant RP2D of 120 mg QD

Abbreviations: AF, activation function; CERAN, complete oestrogen receptor antagonist; ER, estrogen receptor; ESR1, oestrogen receptor 1 gene; MTD, maximum tolerated dose; N-CoR, nuclear receptor corepressor;
QD, once daily; RP2D, recommended phase 2 dose; SERD, selective oestrogen receptor degrader.

References: 1. Alemany C, et al. AACR-NCI-EORTC Molecular Targets and Cancer Therapeutics Symposium; October 7—-10, 2021. Abstract P037; 2. Parisian A, et al. San Antonio Breast Cancer Symposium 2022. Poster #P2-24-07.
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First-in-Human Phase 1/2 Trial of Palazestrant

Phase 1a dose escalation Phase 1b dose expansion m

Key Phase 2 Eligibility

Criteria
ER+/HER2-negative m
advanced breast cancer S 120 mg

1-4 prior endocrine 120 mg ‘
therapies for metastatic e e d 90 mg (Measura:IIe:.n :
disease 120 mg non-measurable disease)
Up to 1 line of prior Last patient enrolled Nov 2022
chemotherapy for m

metastatic disease

Measurable or . .. s s .. .
non-measurable disease Primary objectives: Pharmacokinetics, safety, tolerability, RP2D Objectives: Efficacy, safety and

by RECIST v1.1 Secondary objectives: ORR, CBR (CR + PR + SD >24 weeks) tolerability at RP2D

*Phase 1a dose escalation allowed patients with at least 1 prior line of endocrine therapy and up to 2 prior lines of chemotherapy for metastatic disease.

Abbreviations: CBR, clinical benefit rate; CR, complete response; ER+, estrogen receptor-positive; HER2, human epidermal growth factor receptor 2; ORR, overall response rate; PR, partial response;
RECIST, Response Evaluation Criteria in Solid Tumours; RP2D, recommended phase 2 dose; SD, stable disease.
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Demographics: Heavily Pretreated Patient Population

Characteristics

120 mg palazestrant

N=86*
Age, median, years (range) 61 (32-85)
Pre- or peri-menopausal, n (%) 7 (8)
ECOG performance status, n (%)
0 46 (54)
1 40 (47)
Measurable disease at baseline, n (%) 69 (80)
Visceral disease (liver, lung, peritoneum, pleura, ascites), n (%) 61 (71)
Prior lines of therapy in advanced setting, n (%)
1 21 (24)
2 29 (34)
3 19 (22)
4+ 17 (20)
Prior lines of endocrine therapy in advanced setting, n (%)
1 30 (35)
2 32 (37)
3 15 (17)
4+ 9 (10)
Types of prior therapy in advanced setting, n (%)
CDK4/6 inhibitor 83 (97)
Aromatase inhibitor 73 (85)
Fulvestrant 57 (66)
Chemotherapy 27 (31)
mTOR inhibitor 25 (29)
ESR1 mutations at baseline (ctDNA), n/N (%) 36/75 (48)
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® 42% of patients received 23 prior lines of
systemic therapy for metastatic disease

® 65% with =2 prior lines of endocrine therapy
® 80% measurable disease

® 71% visceral disease

® 97% prior CDK4/6 inhibitor

® 66% prior fulvestrant

® 31% prior chemotherapy

® 48% ESRT1 activating mutations

*Includes patients from phase 1 (dose escalation and dose expansion) and
phase 2 at 120 mg, and 3 patients whose dose was increased from 60 to
120 mg early in treatment.

Abbreviations: CDK4/6, cyclin dependent kinase 4/6; ECOG, Eastern
Cooperative Oncology Group; ESR1, estrogen receptor 1 gene; mTOR,
mammalian target of rapamycin.
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Safety: Most AEs were Grade 1/2

Treatment-emergent AEs in

215% of patients

120 mg palazestrant
N=83

Nausea
Vomiting
Fatigue
Neutropenia
Headache
Constipation
AST increased

47
19
13
6
16
13
10

N N -~ OO oo DN B~

» Less than 6% of patients discontinued due to a treatment-related adverse event
* Grade 4 neutropenia in 6 patients, at approximately 4—-6 weeks
- 3 dose interruptions with recovery and dose reduction (2 pt to 90 mg, 1 to 60 mg) without recurrence of neutropenia

- 3 had dose discontinuation followed by recovery

- No increase in neutropenia in combination with palbociclib?

Abbreviations: AE, adverse event; AST, aspartate aminotransferase.

References: 1. Chan A, et al. Presented at ESMO Breast Annual Congress. May 11-15, 2023. Abstract: 202P
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Clinical Benefit Rate: 40% Overall; 52% with ESR1 Mutation

Treatment duration (weeks) and response per RECIST v1.1 by dose in all patients (N=86) as of July 7, 2023
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tUnconfirmed due to disease
progression at a subsequent
scan.

AClinical benefit rate is the
proportion of patients who
remained on treatment through
at least 24 weeks with a
confirmed CR or PR, or stable
disease. The CBR analysis
includes patients who received
at least one evaluable
postbaseline radiographic
assessment.

Abbreviations: CDK4/6i, cyclin dependent kinase 4/6 inhibitor; cPR, confirmed partial response; ESR1, estrogen receptor 1 gene; RECIST, Response Evaluation Criteria in Solid Tumours; uPR, unconfirmed partial response.
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Median PFS: 4.6 mos Overall and 5.6 mos with ESR1 Mutations

All patients Patients with ESR1 mutation
1001 All 1004 ESR1mut
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Median PFS, mos 4.6 Median PFS, mos 5.6
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Abbreviations: 2/3L, second/third line; £ CT, plus/minus chemotherapy; CBR, clinical benefit rate; Cl, confidence interval; ESR1, estrogen receptor 1 gene; mos, months; mut, mutation; NA, not applicable;
PFS, progression-free survival as assessed by RECIST v1.1.

MADRID congress *CBR includes patients who received at least 1 cycle of treatment, had at least 1 postbaseline tumor assessment evaluable for a response, and enrolled 224 weeks prior to the data cut-off date.
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Median PFS in 2/3L: 7.2 mos Overall and 7.3 mos with ESR1 Mutations

Patients with ESR1 mutation

All patients
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Abbreviations: 2/3L, second/third line; £ CT, plus/minus chemotherapy; CBR, clinical benefit rate; Cl, confidence interval; ESR1, estrogen receptor 1 gene; mos, months; mut, mutation; NA, not applicable;

PFS, progression-free survival as assessed by RECIST v1.1.

*CBR includes patients who received at least 1 cycle of treatment, had at least 1 postbaseline tumor assessment evaluable for a response, and enrolled 224 weeks prior to the data cut-off date.
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Conclusions

Palazestrant (OP-1250) 120 mg QD was well tolerated and demonstrated efficacy in heavily
pretreated patients, including tumor responses and prolonged disease stabilization in those
previously exposed to CDK4/6 inhibitors and multiple lines of endocrine therapy

— Median PFS 4.6 mos and CBR 40% for all patients
— Median PFS 5.6 mos and CBR 52% with ESR71 mutation

In 2/3L, median PFS 7.2 mos and CBR 48% overall; PFS 7.3 mos and CBR 59% with ESR1 mutation

* These results support further investigation of palazestrant in ER+ MBC

A phase 3 study of palazestrant monotherapy vs. standard of care in 2/3L ER+/HER2- MBC is ongoing
(OPERA-01; NCT06016738)

Phase 1/2 studies of palazestrant with the CDK4/6 inhibitors palbociclib and ribociclib, and with the Pi3Ka
inhibitor alpelisib, are ongoing (NCT05266105, NCT05508906)

Abbreviations: 2/3L, second/third line; £ CT, plus/minus chemotherapy; CBR, clinical benefit rate; CDK4/6, cyclin dependent kinase 4/6; ER+, estrogen receptor-positive; ESR1, estrogen receptor 1 gene;
HER2, human epidermal growth factor receptor 2; MBC, metastatic breast cancer; PFS, progression-free survival; QD, once daily.
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