Palazestrant (OP-1250) plus ribociclib in patients with estrogen receptor-positive,
human epidermal growth factor receptor 2-negative (ER+, HER2-) advanced breast cancer (ABC)
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INTRODUCTION DEMOGRAPHICS EFFICACY SAFETY AND TOLERABILITY

. Palazgstrant is a complete estrogen receptor gntagonlst (CERAN) a‘nd‘ * 78 patients were enrolled in the dose-expansion and dose-escalation cohorts Figure 3: Palazestrant in combination with ribociclib demonstrated activity across all patients, * The mostcommon reason for treatment discontinuation was disease progression.
selective estrogen receptor degrader (SERD); it blocks both transcriptional as of July 8, 2025. including in ESR1-wt and ESR1-mut subpopulations post CDK4/6i + No dose-limiting toxicities were observed during the dose-escalation phase, and the maximum
activation function domains, AF1 and AF2, of the ER."2 (Figure 1) + Here we present the data for 72 patients: 56 patients received 120 mg QD tolerated dose was not reached.
* Palazestrant has activity in both estrogen rece'pt'or 1 (ESR1)-\1Nild type palazestrar?t an'd 1'6 patients received 90 mg QD palazestrant, all with + The majority of related TEAEs were grade 1 and 2. (Table 3)
(ESRT-wt) am'd ESR1—r?1ut?nt(E'SR1'—mu't) r')recllnlcal r?ﬁodels. 600 mg of r|b.00|cl|b. ) . ) * 2 patients had a dose reduction of palazestrant only; 1 due to nausea and 1 due to neutropenia
* Palazestrant in combination with ribociclib resulted in enhanced tumor * 39 (54%) patients had visceral disease, 49 (68%) had measurable disease, and A All patients B Patients with prior CDKA/6i plus ET (ribociclib treatment was held and never restarted in the patient experiencing neutropenia).
shrinkage and prolonged survival in both ESR7-wtand ESR7-mut 48 (67%) received prior endocrine therapy for advanced disease. (Table 1) - P P ) . . . ) . s
p dels.? ) ) " i ) 100 (n=56) 1004 (n=40) * 8 patients had a dose reduction of both treatments; 23 patients had a dose reduction of ribociclib.
xenograft models. * 45 (63%) patients (40 patients at 120 mg; 5 patients at 90 mg) received prior o0 oo The most common cause for dose reduction was neutropenia.
CDK4/6iwith endocrine therapy for advanced disease. £ . S oo
- 36 (50%) received 1 prior CDK4/6i (palbociclib, n=23; abemaciclib, n=8; s ] s . .
X . . 'b( - l°)b =5 P L s R Table 3: Related treatment-emergent adverse events reported in
Figure 1: Mechanism of action of palazestrant at the ribociclib, n=5). 3 60 3 60 o .
4 Inthe 120 hort, 9 (13%) received 2 prior CDK4/6i 8 8 225% of patients
estrogen receptor — Inthe mg cohort, 9 (13%) received 2 prior i 2 504 & 50
albociclib»palbociclib, n=2; palbociclib»abemaciclib, n=2; 5 404 § 404
(P s P&wlOCICUD, N=2; patho i il e - = 2 Related TEAEs Palazestrant + Palazestrant + MONALEESA-2*
Palazestrant palbociclib-ribociclib, n=3; ribociclib->ribociclib, n=1; % 301 " MedianPFS, mos 155 2 301 " Median PFS, mos 122 9 A o q T
Cancer cell SERM (CERAN) abemaciclib>palbociclib, n=1). g 20| [s%cl [9.0, NE] 2 20| [5%cCH [7:2, NE] Sl slereife e bl L‘etroz‘ol'e -
) ) . . & 6-month PFS 74% & 6-month PFS 68% 225% of 120 mg 90 mg ribociclib?
o Comgrcsgras At aciviy * Atbaseline, 22% (15/69) of all patients had tumors with ESR7 mutations; 107 107 patients (n=56) (n=16) (N=334)
! (FOFRATON oe) PSR 33% (15/45) of patients with one prior line of therapy in the advanced setting o L e e T T T S
\ ~ e . (2L/3L+) had tumors with ESRT mutations 0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20
- AF1 o] B - Number Time (months) Number Time (months) All Grade | Grade Al Grade | Grade Al Grade | Grade
CEF"WA e genes genes atrisk: 56 40 35 34 30 27 26 22 16 12 5 atrisk: 40 28 23 22 20 17 16 12 1 8 4 grades* 3 4 grades 3 4 grades 3 4
g [ R R Table 1: Baseline demographics and disease characteristics c D
ESR1-wt with prior CDK4/6i ESR1-mut with prior CDK4/6i Neutropenia$ 47 28 5 13 9 2 93%! | 49% 1%
A2 iaciated Palazestrant dose 100 (n=24) 100 (n=14) i (84%) | (50%) | (9%) | (81%) | (56%) | (16%) 0 ’ i
L AE2 maefratad— b 90-| 90-| 41 2 1 1
% . L. = = 0, 0, 0,
. I — Characteristics 120 mg € 4 £ ol Nausea 73%) | (4% 0 ©9%) | (6%) 0 52% | 2% 0%
[ o
(n=56) : 7 : Fatigue 30 3 0 9 0 0 7% | 2% | <1%
AF, activation function; DBD, DNA binding domain, CERAN, complete estrogen receptor antagonist; EGFR, epidermal growth factor receptor, ER, ? 60~ a 60+ g (54%) (5%) (50%) ° i i
e ceptor; mTOR, \ohfw;?':xmvcm NrEcR‘ nuclear receptor corepressor; SERM, selective e: eptor modulator. Median a e, yrs (range 60 (25-76 61 (28-85 61 (25-85 g i g i
TR S ge, yrs (range) (25-76) (28-85) (25-85) § j‘; £ jz WBC decrease (4%;;0) a g%) 1 (2%) (35%) (2;%) 0 93%! | 31% | 3%
Female sex, n (%) 16 (100%) 56 (100%) 72 (100%) 2 2
g” 30 Median PFS, mos 9.2 g 304 Median PFS, mos 13.8 Diarrhea 2‘: % 0 40 0 0 35% 1% 0%
0, 0, 0, 0 - 9 B 0/
* Endocrine resistance is a major challenge in treating ER+, HER2- ABC. Premenopausal, n (%) 4(25%) 8 (14%) 12(17%) g 0 el e g T e S (as%) | (%) (25%)
Mutation in the ESR17 gene is a key resistance mechanism.5Therapies that can ECOG Performance Status, n (%) 12_ 12: Anemia 3%’%/ 4§/ 0 3150/ 0 0 57%! 2% 0%
overcome endoctrine resistance are needed. T S S S 7 S Sy S S A e R (39%) | (4%) (31%)
* The combination of palazestrant with ribociclib may have an advantage over 0 10 (63%) 34(61%) 44(61%) Number Time (months) Number Time (months) Vomiting (3%1/ ) (21/) 0 (2;10/) 0 0 29% 4% 0%
SOC as initial treatment of ER+, HER2- ABC by completely inhibiting ER and 1 6 (38%) 22 (39%) 28 (39%) ik 24 15 W 8 7 & 6 6 4 3  mkkwu f ® N @ 9 o 5 4 3 0 o S > 2 2
suppressing the emergence of ESRT mutations. = ectrocardiogram 16 4 4 ! 43%" 8%1" NR
pp g g Measurable disease at 12 (75%) 37 (66%) 49 (68%) Data cutofts Juy 8, 2025, QT prolonged (29%) | (5%) 0 (25%) | (6%) 0 b b
* In aphase 1/2 study, palazestrant as monotherapy showed favorable safety, baseline, n (%) Foll ffrom ;
. . . L . . Lymphocyte 16 o o 3 ol o o
good tolerability, encouraging antitumor activity, and a pharmacokinetics Visceral disease, n (%) 6 (38%) 33 (59%) 39 (54%) decrease (29%) 3(5%) | 1(2%) (19%) 0 0 51% 12% 2%
profile supportive of once-daily (QD) oral dosing in patients with ER+, HER2- pys 3
ABC.*A phase 3 study, OPERA-01, comparing palazestrant to SOC, is ongoing Prior lines of therapy in advanced setting, n (%) ASTincreased (27%) 2 (4%) 0 (19%) 0 0 44% 6% 1%
(NCT06016738). 0 10 (63%) 14 (25%) 24 (33%) * For patients in the palazestrant 120 mg dose cohort, median PFS was 15.5 mos for all patients, 12.2 mos with 15 3
* Palazestrant monotherapy resulted in a median progression-free survival prior CDK4/6i, 9.2 mos for ESR1-wt with prior CDK4/6i, and 13.8 mos for ESRT-mutwith prior Constipation (27%) 0 0 (19%) 0 0 25% 1% 0%
(PFS) of 4.8 months (95% Cl, 3.5-7.1) for all patients, and 5.6 months 1 5(31%) 26 (46%) 31 (43%) CDK4/6i-treated ABC. (Figure 3)
(95% Cl, 4.8-NE) among patients with ESR7-mut disez;se. Most treatment- 2 1(6.3%) 12 (21%) 13 (18%) * Inthe 90 mg palazestrant dose cohort, the median follow-up was 10.8 months. The median PFS was not reached. 2 ooross
emergent adverse events (TEAEs) were grade 1.and 2. A . 5 e 2 0% « 34% (15/44) objective response rate (ORR) among response-evaluable patients with measurable disease. (Table 2)
* Here, _We prese'nt a'n up'da'te.from 'the OPT1 250-003 study of palazestrantin * 26% (6/23) ORR among patients with prior CDK4/6i, including 6 confirmed partial responses (cPRs) in the
combination with ribociclib in patients with ER+, HER2- ABC. Prior lines of endocrine therapy in advanced setting, n (%) 120 mg cohort.
0 10 (63%) 14 (25%) 24 (33%) * The longest duration of treatmentin the 120 mg cohortis 103 weeks and ongoing.

METHODS 1 6 (38%) 32 (57%) 38 (53%) 42% (30/72) patients remain on treatment; efficacy maturing.
2 0 10 (18%) 10 (14%) CONCLUSIONS

* The OP-1250-003 study comprises a dose-escalation phase, followed by a

dose-expansion phase. The study investigates palazestrant in combination L1910 i [PTeIF (e U e erer B s, m () Table 2: Overall response rate * Palazestrant was well tolerated when combined with 600 mg
with ribociclib, alpelisib, or everolimus. This analysis focuses on the CDK4/6 inhibitor 5 (31%) 40 (71%) 45 (63%) of ribociclib
palazestrant and ribociclib combination. (Figure 2) Prior CDK4/6i :
Aromatase inhibitor 5 (31%) 27 (48%) 32 (44%) 90 mg cohort 120 mg cohort 120 mg cohort . Safety was consistent with the known safety profiles of each drug'
(n=12) (n=32) (n=23) : T g
Figure 2: Study design* Fulvestrant 1(6%) 22 (39%) 23 (32%) palazestrant and ribociclib did not demonstrate any
_ Chemotherapy 1(6.3%) 10 (18%) 11 (15%) EE:: 1 ; g 123 drug‘drug interactions.
S raacuancedion Part: Dose escalation ESR1 mutation at
tastatic breast ! 1/15 (7% 14/54 (26% 15/69 (22% ; A - S
(CoKa/Ginaveor baseline* 5(7%) 54(26%) 5/69 (22%) ORR (n/n) 42% (5/12) 31% (10/32) 26% (6/23) 34% (15/44) * Encouraging preliminary efficacy from the combination at both the
previeEsREsied) Palasestrant 90 mg and 120 mg dose of palazestrant, including in patients with
. B . i o e epons; COKAIS, i pandrt Kinss 1 il 6P, conird s O, ol resone prior CDK4/6i treatment, was observed.
Key eligib|lity criteria Con oo 6 inhibitor; ctDNA, circulating tumor DNA; ECOG, Eastern Coopel
I S— belazestrant —In the 90 mg palazestrant dose cohort, the median PFS was
+ - Ribociclib n%(;?_ ) t h d
fokstetod + PHARMACOKINETICS not reached.

* Up to 2 prior endocrine

ribociclib 600 mg

et ] ) ) o i . —In the 120 mg palazestrant dose cohort, median PFS was 15.5
o W P (=) Figure 4: Palazestrant doses of 90 mg and 120 mg had overlapping Figure 5: No significant drug-drug interaction was observed between mos in all patients, 12.2 mos with prior CDK4/6i, 9.2 mos with
disease; up to 1 prior line of exposure when in combination with ribociclib palazestrant and ribociclib . L ] -y ;
chemotherapy for advanced or Steady state QD ESR1-wt with prior CDK4/6i, and 13.8 mos for ESR7-mut with
metastatic breast cancer was Ribociclib exposure (GeoMean + GeoSD) . .
allowed. Primary endpoints: Pri!naryendpoints:. g i < 50000 n=s4 n=44 « Palazestrant had no clinically meaningful prIOI’ CDK4/6|'treated ABC-

« Evaluable disease (measurable DLTs, MTD, and/or RP2D of Incidence and severity of adverse 3 000 * Steady-state plasma concentrations at 2 y g
palazestrant when administered events, PK € 10004 £ 40000 effect on ribociclib 600 mg steady-state A R R
Iy g @ eny: | e o = both 90 mgand 120 mg doses exceeded H g steacy-st * The phase 3 dose of palazestrant as monotherapy or in combination
. indicati ' Secondary endpoints: 2 i icaci % 30000+ exposure when compared with published
No contraindications to e e e 2 the predicted efficacious threshold 3 P P p - . ST s s
e, = ORR (CR + PR), g S O : I concentrations for single-agent ribociclib with ribociclib is 90 mg QD. There was no clinically significant
e DR, tme to progresion PFS 2™ " Ribociclib had no clinically meaningful < . difference in exposure between 90 mg and 120 mg doses
Secondary endpoints: DOR, time to progression, PFS c 10000 .
ORR (CR + PR), CBR (CR + PR + ] effect on palazestrant exposure - s p g g
SD 224 weeks), DOR £ ~ ata cutoff: Ju f :
g =0 7 a0, BN AL S ol A A * This study supports the ongoing phase 3 OPERA-02 (NCT07085767)
o ) for 21 consecutive days followed by o o . . .
k! g ‘ ackintc sampies colece 5 _ study evaluating 90 mg QD palazestrantin combination with
*For detailed , refer to https:. . y/NCT05508906. - i ’ o Cooe e ’ . . . . .
g | zumen e ‘ ribociclib for the first-line treatment of ER+, HER2- advanced
2 100 ° 120m9n= 1000
2
0 4 8 2 16 20 24 Sigle Agent Combination wit palazestant” breast cancer.
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