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HER2-negative (HER2-) advanced or metastatic breast cancer (mBC)
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BACKGROUND RESULTS
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" After first-line endocrine therapy (ET) + CDKA4/6i in patients ER+/HER2- mBC, tumors eventually Baseline Characteristics Response and Clinical Benefit With Elacestrant + Abemaciclib in ELEVATE Arm C: Best Tumor Response
develop resistance to intrinsic alterations in the cell cycle or PI3K/AKT/mTOR pathways, or to Efficacy-Evaluable Patients
acquired ESR7-mutations that emerge in up to 50% of patients, leading to disease progression.’'®
. . . . . POOLED ANALYSIS -
= In the phase 3 EMERALD trial, single-agent elacestrant significantly prolonged mPFS with a ELECTRA ELECTRA P SIS/ 1| ECTRA Cohort 3 + e ELECTRA ELECTRA T - 2 oTRA Cohort 31+ =
- - : : = = = = = = = 1
manageable safety profile vs. SOC ET, leading to the first oral SERD approved in ER+/HER2- Cohort 1 {n=8) Cohort 2 {n=1) RP2D (n=12) Arm € (n=30) e Cohort 1 (n=7) Cohort 2 (n=7) T o Arm C (n=26) ELEVATE Amn G —
19,20 L
mBC that ta rgetS ESR 1'm Utated tu MOors. Parameters Elacestre.m’F 258 mg QD + Elacestre.m’F 345 mg QD + Elacestre.mF 345 mg QD + Elacestra.m’F 345 mg QD + Elacestrfmf 345 mg QD + . Elacestrant 258 mg QD +  Elacestrant 345 mg QD +  Elacestrant 345 mg QD +  Elacestrant 345 mg QD + Elacestrant 345 mg QD + -
— Patients with ESR7-mutated tumors had a 45% reduction in risk of progression or death with elacestrant Abemacicll 100 mg BID - Abemacield 100 mg BID. - Abemaciell 199 mg BID - Abemacielb 10mg BID. - Abemaciclib 150 mg BID Efficacy Outcome™ Abemaciclib 100 mg BID  Abemacilib 100 mg BID  Abemaciclio 150 mg BID  Abemaciciib 150 mg BID  Abemaciclib 150 mg BID :
Median age, years (range) 43 (32-67) 51 (41-71) 54 (48-74) 61 (29-84) 60 (29-84) |
— . . - D— 20 % 4 (15
VS SOC (H R_055, 95% CI 039_0.77, P_0.0005) Female, n (%) 8 (100) 7 (100) 12 (100) 30 (100) 42 (100) ORR’ n (/) 2 (29) 2 (29) 3 (25) ( ) v (18) :
— In patients with =12 months of prior ET + CDK4/6i and ESR1-mutated tumors, mPFS with elacestrant ECOG PS, n (%) CR ' ' 1) 14) 20) -
was 8.6 months vs 1.9 months with SOC (HR=0.41; 95% Cl: 0.26—0.63).% 0 > (63) 467) 758) 20(67) 27 (64) PR 2(29) 2(29) 2(17) 3(12) 5(13) =
i o o _ _ _ 1 o 3 (38) 3 (43) > (42) 10(33) 15(36) SD 2 (29) 3 (43) 7 (58) 18 (69) 25 (66) -
= The rationale for combining elacestrant + abemaciclib is to overcome different resistance Metastatic site, n (%) . Ails——A - H IE- S i
mechanisms and enable an all-oral regimen visooral o175 ° (59 ° 87 273 07 ~ - e ~0 M i =
| ) gl ) Brain 0 0 0 0 0 CBR, n (%) 4 (57) 5(71) 10 (83) 22 (85) 32 (84) :
= In the ELECTRA phase 1b study (NCT05386108), the recommended phase 2 dose (RP2D) was Liver > (63) 3 (43) 5(67) 9 (30) 17(41) CBR24wks, n (%) 4 (57) 4 (57) 8 (67) in ELEVATE Arm C, average observation time .
determined:#? Lung 1(13) > (71) 3(29) 8(27) 11 (26) has not reached 24 weeks |
] Bone 5 (63) 5 (71) 6 (50) 14 (47) 20 (48) Data cut-off: 15 OCT 2024. *Confirmed responses only; tIncludes patients who had measurable disease (ie, at least 1 target lesion) at baseline and at least 1 post-baseline RECIST assessment *Includes confirmatory cohort 3 expansion. ‘ RECIST Value
. Elacestrant 345 mg + abemaCiCIib 150 mg BID (RPZD) Mutations,'f n (%) gggrsczjliziézlsgi:it;’::;i:gﬁ;:lﬁ\);scc)’:i?;_clz_zmglreste response; PR=partial response; SD=stable disease; CDK4/6i=cyclin dependent kinase 4/6 inhibitor; ET=endocrine therapy; ORR=0bjective response rate; ” . CR Complete Response
a0/ . _ o ESR1 2/5 (40) 217 (29) 7/12 (58) 14/28 (50) 21/40 (53) | 0 PR:. Partial Response
— ORR=25%; CBR at 16 weeks = 75% PIK3CA 1/5 (20) 3/7 (43) 2/12 (17) 9/28 (32) 11/40 (28) | =1 SD: Stable Disease
— PK analyses showed no significant drug-drug interactions with a manageable safety profile ﬁr("/";"'v endocrine resistance,’ 3 (38) 1(14) 3(25) 2(7) S (12) "‘ [ PD: Progressive Disease
. . - . . ; : : I I - I = Ongoing
= This poo|ed ana|ys|s reports updated safety and prehm'nary efﬂcacy with the elacestrant + m?c;lgcl::;gbﬁr(?;r?;ec;rtheraples 2 (1-3) 2 (1-4) 2 (1-6) 1(1-2) 1 (1-6) mPFS In Efflcacy Evaluable Patlents frOm ELECTRA Phase 1b : |
abemaciclib combination in patients with prior ET + CDK4/6i exposure (excluding Prior CDK4/6i for adv/imBC, n (%) 5 (63) 7 (100) 12 (100) 30 (100) 42 (100) \ A 20 .
abemaciclib) from the ongoing ELECTRA (phase 1b portion) and ELEVATE (phase 2 [Arm C] Palbociclib 3(38) > (71) > (42) 18 (60) 23 (39) Davs from First Intak
NCTO5563220) studies Ribociclib 2 (55) 2 (59) 61((580)) 11 g)?) 1;::;’) Population N mPFS, mo [95% CI] Data cut-off: 15 OCT 2024 ays from First Intake
] Palbociclib/Ribociclib .
Number of prior lines of endocrine A"gét'egtTiCDK e 21 8.7 6.1 12'2] Evaluable patients (n=26/30) in ELEVATE Arm C had a median observational time for PFS
therapy foradvimBC, n (%) " ESR1-mutated tumors ?11 :'; [;10_ 1Né]] of 4.6 months at data cut-off; therefore, mPFS cannot be evaluated
; g g:; g Ejg; 2 E:é; 255 ((187?;) ::(1) g;; ESR1-mutation not detected 12 7.2 [1.9 — NC]
3 0 1 (14) 1 8) 0 12 Prior ET+CDK4/6i 212 months 16 16.6 [7.5=NC] = Clinical characteristics for patients in ELEVATE Arm C: visceral metastases 73%, prior fulvestrant 43%, two
Type of prior endocrine therapy, Dose level prior lines of ET for adv/imBC 17%, primary endocrine resistance 7%, ESR1-mutated tumors 50% (14/28), and
M ETH 0 DS n (%) Elacestrant 345 mg QD + Abemaciclib 150 mg BID (RP2D) 12 8.7 [7.2 — NC] PIK3CA-mutated tumors 32% (9/28).
Fulvestrant 5(63) 5(71) 9(75) 13 (43) 22 (32) Elacestrant 345 mg QD + Abemaciclib 100 mg BID 7 7.5 [1.9 — NC]
Al 3 (38) 5(71) 9 (79) 21 (70) 30 (71) Elacestrant 258 mg QD + Abemaciclib 100 mg BID 8 8.4 [1.7 = 17.3]
Tamoxifen 1(13) 2 (29) 2(17) 1@3) 3(7)
. . . Tamoxifen/Al 0 1(14) 1(8) 1(3) 2 (5)
Elacestrant + Abemaciclib Pooled AnaIySIS Number of prior lines of Patients in ELECTRA Phase 1b had a median observational time for PFS of 7.5 months at data cut-off CONCLUSIONS
chemotherapy, n (%)
0 5 (63) 3 (43) 5 (42) 30 (100) 35 (83) .. o o : o L o
1 3 (38) 4 (57) 6 (50) 0 6 (14) : C|.|n|cal charact.erlstlcs.,. visceral Lnetastases 4%, prior fulves(t)rant 70%, 22 prior lines of ET for adv/mB(‘; 52%, = |n patients with prior ET + CDK4/6i, the safety of elacestrant + abemaciclib was consistent with the
5 0 0 1(8) 0 1(2) primary endocrine resistance 26%, ESR71-mutated tumors 46% (11/24) and PIK3CA-mutated tumors 25% (6/24) known profile of abemaciclib + standard ET, and no new signals were observed.
ELECTRA (Ph1 ) ELEVATE (Arm C) Data cut-off: 15 OCT 2024 *Includes confirmatory cohort 3 expansion; TMutation data not available for all patients at time of data analysis; *Relapse within the first two years while on adjuvant ET and/or progressive disease within the first six months of 1004 A" Patients 100 Prior ET+CDK4I6i 212 Months —_ NO grade 4 AES were Observed dunng the treatment penOd
first-line ET for advanced/metastatic breast cancer?
= - o . adv/mBC=advanced or metastatic breast cancer; Al=aromatase inhibitor; BID=twice daily; CDK4/6i=cyclin dependent kinase 4/6 inhibitor; ECOG PS=Eastern Cooperative Oncology Group performance status; ET=endocrine therapy; QD=once daily; . . . . . .
Elacestrant  Abemaciclib RP2D Elacestrant N Abemaciclib RP2D=—ecommended phase 2 dose ¥ DKti=cyndep p ay Group p o y N o ) —LL\ N + Elacestrant + abemaciclib showed clinically important efficacy reqardiess of
258-345mg QD T 100-150 mg BID 345 mg QD 150 mg BID [ 059 Cl 6.1 — 16.6 } 95% Cl: 7.5 — NC ESR1-mutation status.
Phase 1b (N=27) Phase 2 (N=30) . oo00 g 60 < 60- — mPFS was 8.7 months in -aII pa?lents. | |
reatment-Emergent Adverse Events (TEAEs) 220% at RP2D o Y . . — mPFS was 8.7 months in patients with ESR7-mutated tumors and 7.2 months in
& 40 o | & 0. tumors with ESR71-mutation not detected.
ELECTRA POOLED ANALYSIS | | — — mPFS was 16.6 months in those patients who received prior ET + CDK4/6i 212 months.
ELECTRA ELECTRA Cohort 3* ELEVATE ELECTRA Cohort 3* + 20 20
Cohort 1 (n=8) Cohort 2 (n=7) RP2D (n=12) Arm € (n=30) S = The phase 2 portion of the combination of elacestrant 345 mg QD + abemaciclib 150 mg BID is
 Women (pre—, peri-, or Elacestrant 258 mg QD + Elacestrant 345 mg QD + Elacestrant 345 mg QD + Elacestrant 345 mg QD + Elacestrant 345 mg QD + 04 + Censored 0.- + Censored cu rrently Ongomg ]
Ab iclib 100 BID Ab iclib 100 BID Ab iclib 150 BID Ab iclib 150 BID Ab iclib 150 BID ' ' ' : ' ' ' ' : ' : : ' ' ' ' . . . . T . .
Jo ISRl CF W e o > 0 0 0 e VO L 038 Ve 12 = Elacestrant could become an ET backbone in combination with abemaciclib in patients with ER+/HER2-
COTHER ELIGIBILITY CRITERIA (ELECTRA)> ;R j/HERZ e COTHER ELIGIBILITY CRITERIA (ELEVATE)> Preferred Term, n (%) All Grades Grade 3 All Grades Grade3 All Grades Grade3 AllGrades Grade3 All Grades Grade 3 A o . . . i 1 ; R 16 - " . i \ 1 ; —SE e e e potential s i PFS, o = e option, S delay Chemotherapy i
* ERt —am Diarrhea 5 (63) 0 6 (86) 0 11 (92) 0 24 (80) 2 (7) 35 (83 2(5 . - '
 Received at least 1 line of prior ET+ . Received brior ET + CDK4/6i * Received 1-2 lines of prior ET + (63) ©) 1004 ESR1-Mutated Tumors 1004 ESR1-Mutation Not Detected ADC-based regimens.
CDK4/6i (excluding abemaciclib) in the . P . i CDK4/6i (excluding abemaciclib) in Nausea 6 (75) 0 5(71) 0 8 (67) 0 19 (63) 2 (7) 27 (64) 2 (5)
: in the metastatic setting .
advanced setting* ludi b iclib the advanced setting 8 -
| | (excluding abemaciclib) | . Vomiting 1(13) 0 3 (43) 0 4 (33) 1(8) 13 (43) 0 17 (41) 1(2) 80- mPFS 8.7 months 804 MPFS 7.2 months
<2 lines of prior chemotherapy allowed . ECOG PS 0-1 * No prior chemotherapy in : 95% CI: 2.0 — NC 95% Cl: 1.9 = NC
in the advanced/metastatic setting advanced/metastatic setting Fatigue 1(13) 0 1(14) 0 2 (17) 0 13 (43) 2(7) 15 (36) 2 (5) . | REFERENCES:
_ _ , ] ] o OV ' - 60+ | 1. Zhao M, et al. Target Oncol. 2023;18(3):327-358. 2. Burstein HJ, et al. J Clin Oncol. 2021;39(35):3959-3977. 3. Burstein HJ. N Engl J Med. 2020;383(26):2557-2570.
* Brain metastasis were not required Neutropenia/neutrophil decreased  2(25)  2(25) 343 2(29) 975  7(58) 5(17)  4(13)  14(33)  11(26) % < 4. Osborne CK, et al. Annu Rev Med. 2011:62:233-247. 5. Brett JO, et al. Breast Cancer Res. 2021:23:85. 6. Bidard FC, et al. Lancet Oncol. 2022:23(11):1367-1377.
. L (L{_) 7. Santiago Novello RG, et al. ESMO Open. 2023; 8(suppl 4):104409. 8. Glaviano A, et al. Mol Cancer. 2023;22(1):138. 9. Cancer Genome Atlas Network. Nature.
Anemia 1(13) 0 2 (29) 0 4 (33) 1(8) 6 (20) 2(7) 10 (24) 3 (7) O 40 o 40
| | 2012;490(7418):61-70. 10. Hartkopf AD, et al. Breast Care (Basel). 2020;15:347-54. 11. Lei JT, et al. Breast. 2019;48:526—S30. 12. Jeselsohn R, et al. Clin Cancer Res.
Constipation 0 0 3 (43) 0 0 0 9 (30) 0 9 (21) 0 ’ ’ 2014;20(7)1757-1767. 13. Toy W, et al. Nat Genet. 2013;45(12):1439-1445. 14. Oesterreich S, et al. Nat Genet. 2013;45(12):1415-1416. 15. Lloyd, et al. Ther Adv Med
20 204 Oncol. 2022;14:17588359221113694. 16. Robinson DR, et al. Nat Gen. 2013;45:1446-51. 17. Jhaveri K, et al. Ann Oncol. 2023;34(suppl_2):S334-S390.
Decreased appetite 2 (25) 0 3 (43) 0 2(17) 0 7 (23) 0 9 (21) 0 8. Bhave MA, et al. SABCS 2023. PO2-16-05. 19. Orserdu. Prescribing information. Stemline Therapeutics; 2023. 20. Bidard FC, et al. J Clin Oncol. 2022;40:3246-3256.
*Elacest_ra_nt_258 mg i_s equi\{alent to 300 mg elacestrant hydrochloride; 345 mg is equivalt_ant to 400 mg elaces_trant.hydrochloride.-TPerASCO/CAP guidelines. iRecurrer?ce while on or within 12 mo of adjuvant ther_apy aI!owed.Adju_vant t_herapy with _ 21. Bardia A’ etal. Clin Cancer Res. 2024’ OF1-OF11. 22. Ibrahim N’ et al. J Clin Oncol. 2024’40
abe_ma.cn_cllb. is exc_lusmnary if the patient rellapse_s <12 months. §E_x(_:lu'des prior tre_atmentm the advanced setting with the companion drug. a./mB(_3=advanced or me.tastaltlc breast cancer; B.C=brea_st cancer; BID=twice daily; CDK4/6|=cycI|n.-deper1der1t kinase . . . . 04 + Censored 0. | | | | | | | +Censoreld 23. Cardoso F, et al. Ann Oncol. 2020,31(12)1623-1 649.
Fesponse rate. QD=oncs caly: RECIST-Response Evaluation Oritena in Sold Tumors: RP2ZDorecommended Phase 2 dose: SERD=selecte esirogen receptor degrader veverson - 1o croc e growifociorreceplors OREzobjecie No grade 4 AEs were reported during the elacestrant + abemaciclib treatment period 0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 £ Pl
| Months | Months Copies of this poster obtained through Quick Response (QR) Code are for personal use only i T TiET
Data cut-off: 15 OCT 2024. *Includes confirmatory cohort 3 expansion. AE=adverse event; BID=twice daily; CDK4/6i=cyclin dependent kinase 4/6 inhibitor; ET=endocrine therapy; QD=once daily; RP2D=Recommended Phase 2 dose. Dagtzﬁ_k;ﬁ:1115 oCT 2024_8 ! ’ ’ ’ ° AR 12 ° ° * ? 1 ° and may nOt be I’epI’OdUCed WIthOUt peI’mISSIOn fI’OI’n SABCS® and the authOI’ Of thIS pOSteI’ I"" .
mPFS=median progression-free survival.




