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Elacestrant combinations in patients with estrogen receptor-positive (ER+), HER2-negative (HER2-) locally advanced
or metastatic breast cancer (mBC): Update from ELEVATE, a phase 1b/2, open-label, umbrella study
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Eligibility Criteria

BACKGROUND

= Endocrine therapy (ET) + CDK4/6 inhibitor (CDK4/6i) is the mainstay for the management of ER+/HER2- mBC as

Most Common TEAEs with Elacestrant + Abemaciclib (RP2D)* Most Common TEAEs with Elacestrant + Ribociclib*

first-line therapy.' However, tumors eventually become resistant to ET, leading to disease progression.* Resistance Cohort 1 (n=6) Cohort 2 (n=6) Cohort 3 (n=6) Cohort 4 (n=6)
me_chanisms_ include intorinsic aIt_erations in_ tr_\_e Cell _Cycle or PI3K/AKT/m_TOI5?18pathway, or acquired ESR1 mutations, Key Inclusion Criteria N Key Exclusion Criteria N Arm C — RP2D (n=30) Elacestrant 86 mg + Elacestrant 172 mg + Elacestrant 258 mg + Elacestrant 172 mg +
which occur in up to 50% of patients after initial ET in the metastatic setting.”> Elacestrant 345 mg + Abemaciclib 150 mg (BID) Ribociclib 400 mg Ribociclib 400 mg Ribociclib 400 mg Ribociclib 600 mg
* |n the phase 3 EMERALD trial, single-agent elacestrant significantly prolonged median PFS with a manageable safety = Women or men age 218 years = Active or newly diag.nosecll central_nervous system Preferred Term, n (%) All Grades Grade 3/4 Preferred Term, n (%) All Grades Grade 3/4  All Grades Grade 3/4  All Grades Grade 3/4 All Grades Grade 3/4
profile vs. SOC ET, leading to the first oral SERD approved in ER+/HER2- mBC that targets ESR7-mutated tumors.® = Female patients may be post-, pre-*, or perimenopausal* (CNS) metastases, including meningeal Diarrhea 24 (80) 2 (7) Ne;::tzznt?ribocicnb 2228; gggi jg; 282; 1 8;; 1 8;; ?E?S; ?E??;
: - SRS - - carcinomatosis
— Patients with ESR7-mutated tumors had a 45% reduction in risk of progression or death with elacestrant vs SOC ET = Histopathologic or cytologic confirmation of ER+, HER2- o o :aatl:sz: 12 22; Eg; melated to elacsstrant + fibocidlis ; ) ) ; A ) 2 33) L7
(HR=0.55; 95% CI: 0.39-0.77; £=0.0005)." breast cancer as per the ASCO/CAP guidelines * Advanced, symptomatic visceral spread with risk of Von?iting 13 43 . Nausea 1(17) 0 3 (50) 0 1(17) 0 3 (50) 0
_ i ' i i B} i i _ _ life-threatening complications in the short-term it
In patients with 212 months of prl.or ET + CDK4/6i and ESR1-mutated tumors, median PFS with elacestrant = >1 measurable lesion as per RECIST v1.1 or a mainly . g p | Constipation 9 (30) 0 Vor_mtmg 1(17) 0 2 (33) 0 2 (33) 0 3 (50) 0
was 8.6 months vs 1.9 months with SOC ET (HR=0.41; 95% ClI, 0.26-0.63).%° lytic bone lesion = Prior chemotherapy in the advanced or metastatic Abdominal pain 7 (23) 0 Fatigue 2(33) 0 2(33) 0 1(17) 0 3 (50) 0
= The rationale for combining elacestrant with PI3K/AKT/mTOR or CDK4/6 inhibitors is to overcome different setting Decreased appetite 7 (23) 0 Anemia tn 0 3 (59) 0 1arn ° 1arn 0
_ _ : = ECOG PS 0-1 _ _ _ AST increased 0 0 3 (50) 0 1(17) 1(17) 1(17) 0
resistance mechanisms and enable an all-oral regimen. 1-2 Prior lines of ET, one with CDK4/6i (alpelisib, = Prior therapy with elacestrant or other Anemia 6 (20) 2(7) Blood creatinine increased 0 0 3 (50) 0 0 0 1(17) 0
: : i .. i . ] - 1= 3 : ' iqati i Dizzi 5(17 1 (3)
" Efflcacy data with the fO"OWlng combinations demonstrated antitumor aC'I“Vl'l:y.z1 23 everOIimus, paIbOCiCIib, ribOCiCIib, and abemaCiCIb):i Ir:\éfaséltgaiiosneat[u?];mpounds in the advanced or Nlez:tl:loe::nia 5 217; 4 (13) ;‘I’Sr$_ag28QESQearr%eirTétargxggreagggnts (TEAESs) in 235% in any cohort Data cut-off: 15 OCT 2024
— Elacestrant + abemaciclib: mPFS 8.7 months, ORR 26%, and CBR 70%.% . . C ’
’ ’ — Alpelisib combination: PIK3CA-mut by local lab : : - Rash 5(17) 0
— Elacestrant + everolimus: ORR 22% and CBR 72%.2 P y — Prior treatment with fulvestrant is allowed Weight decreased 5 (17) ' 3)

— Capivasertib combination:$

Elacestrant + Abemaciclib: Best Tumor Response?® PIK3CA/AKT1/PTEN-alteration as detected by an
approved test (local result)

100%  95% = Ribociclib combination: QTcF values 2450 msec;

12 prior.horm(.)nal therapies i_n the qdvanced or patients who are at significant risk of developing
metastatic setting, or radiological evidence of BC

= Alpelisib combination: Type 1 diabetes or
uncontrolled type 2 diabetes*

Most Common TEAEs with Elacestrant + Capivasertib*

Phase 2 for elacestrant 345 mg QD + abemaciclib 150 mg BID combination is ongoing.
Median observational time for PFS was 4.6 months at data cut-off; therefore, mPFS cannot be evaluated.

Cohort 1 (n=7)
Elacestrant 258 mg + Capivasertib 320 mg

@ % Tc prolongation;!l currently receiving or receiv
S 50% >17% 429% recurrence or progression <12 months from the end QTc Proio gat on," curre ty_ ece g or rece ed “TEAE 215% at RP2D. Dot cutaff 15 OCT 2024 Preferred Term, n (%) All Grades Grade 3/4
o 29%, ] . . . dru S kn own tO rOIOn QT |nterva| 51 4 da S Oor 5 RP2D=Recommended phase 2 dose; TEAEs=Treatment-emergent adverse events. ata cut-ott i
3 of adjuvant treatment with ET. Prior CDK4/6i ratigue 4+ 57) 0
o0 L . < all : q ' half-lives, whichever is shorter, before the first dose Nausea 4 (57) 0
o 2% o .
S o - = ° °c ° ¢ IS allowe of trial therapy Vomiting 3 (43) 0
P % Th 8% 9% 129 o ' ' . . . . . C g :
> 228, =729, ~ ~T% I;%alff/é 'S th”e sargef asAPhaS‘,e 1b, except no prior = Capivasertib combination: Clinically significant Dlarrhea 3 (43) ° U,
- (] - (} - () . . * _ : %. ata Cut-oft:
;SU o0, . . y e Pt (2 I IS alliowed 10r Arm abnormalities of glucose metabolism? Treatment-emergent adverse events (TEAEs) in 235%
est Overall Response: Efficacy-Evaluable Patients (n= . . *
| | . | _ JAR y Most Common TEAEs with Elacestrant + Everolimus (RP2D)
B Complete Response [ Partial Response Stable Disease Progressive Disease ® Ongoing
-100% Data cut-off: 26 July 2024 -100% *Must be concurrently receiving a LHRH agonist at least 4 weeks before the start of trial therapy and are planning to continue LHRH agonist treatment during the study treatment. TExcludes prior therapy with alpelisib or any other PI3Ki *Excludes prior M OSt C O m m O n T EAES With E I aceStra nt + AI pel is i b*
treatment in the advanced setting with the companion drug. SExcludes prior therapy with AKTi, PI3Ki and mTORI. *Fasting plasma glucose level of >140 mg/dL [7.7 mmol/L], or HbA1c level >6.4%. IPatients with long QT syndrome; patients with uncontrolled
or significant cardiac disease including recent (6 mo) myocardial infarction, congestive heart failure, unstable angina, and brady-arrhythmias; patients with electrolyte abnormalities. "Defined by any of the following: patients with diabetes mellitus type 1,
. . . . . . . patients with diabetes mellitus type 2 requiring insulin treatment, or patients with HbA1c level of >8.0% Cohort 1 (n=6) Cohort 2 (n=6) Cohort 3 (n=4) Cohort 4+ Arm B -
Elacestrant + Everolimus: Best Tumor Reduction in Patients With Prior ET+CDK4/6i% RP2D (n=57) Cohort 1 (n=3) Cohort -1 (n=6)
Elacestrant 258 mg + Elacestrant 345 mg + Elacestrant 345 mg + Elacestrant 345mg + Elacestrant 258 mg + Alpelisib 250 mg Elacestrant 258 mg + Alpelisib 200 mg
- 55% Everolimus 5 mg Everolimus 5 mg Everolimus 10 mg Everolimus 7.5 mg Preferred Term, n (%) All Grades Grade 3/4 All Grades Grade 3/4
o Preferred Term, n (%) All Grades Grade 3/4 All Grades Grade 3/4 All Grades Grade 3/4 All Grades Grade 3/4 Nausea 3 (100) 1(33) 5 (83) 0
% 25% i o Nausea 4 (67) 0 2 (33) 1(17) 3 (75) 0 29 (51) 1(2) Maculopapular rash 1 (33) 1(33) 3 (50) 1(17)
n . .o
o 8% ° ° ° RESU LTS Diarrhea 4 (67) 0 3 (50) 1(17) 1 (25) 1 (25) 23 (40) 3 (5) Vomiting 2 (67) 0 2 (33) 0
E 0% 0% e m— w— — - Stomatitis 3 (50) 0 2 (33) 0 1 (25) 0 19 (33) 2 (4) Blurred vision 0 0 3 (90) 0
= 15% 60 . . Dysgeusia 1(17) 0 1(17) 0 1 (25) 0 14 (25) 0 Stomatitis 0 0 3 (50) 0
g -25% Basellne CharaCterIStICS Fatigue 3 (50) 1(17) 3 (50) 1(17) 1(25) 0 13 (23) 1(2) Hyperglycemia 0 0 3 (50) 1(17)
G 5w Best Overall Response: Phase 1b Vomiting 2 (33) 1(17) 1(17) 0 1(25) 0 12 (21) 0 E'ZZ'"GSS , % 8 ? <fg> 8
ti 7
i Partial Response Stable Disease Progressive Disease ® Ongoing Elacestrant + Elacestrant + Elacestrant + Elacestrant + Elacestrant + Elacestrant + Rash 1(17) 0 2(33) 0 1(25) 0 11(19) 0 atighe (67) (0
Data cut-off: 26 July 2024 759, Everolimus Alpelisib Capivasertib Palbociclib Ribociclib Abemaciclib Mucosal inflammation 1(17) 0 0 0 1(25) 1 (25) 11 (19) 0 *Treatment-emergent adverse events (TEAEs) in 235% in any cohort. Data cut-off: 15 OCT 2024
Cohort 3 1 1 4 4 1 4 4 ) 3 2 1 2 ; : n=73 n=9 n=7 n=19 n=24 n=30 Neutropenia 2 (33) 2 (33) 0 0 1 (25) 1 (25) 10 (18) 4 (7)
Median age, years (range) 58 (30-83) 56 (49-85) 66 (43-78) 62 (32-73) 67 (45-85) 61 (29-84) Decreased appetite 2 (33) 0 1(17) 1(17) 1 (25) 0 9 (16) 0
= This analysis reports updated safety data for the various elacestrant combinations: abemaciclib, everolimus, Gender at birth, n (%) Blood cholesterol increased 1(17) 0 1(17) 0 1(25) 0 9(16) 1(2)
palbociclib, ribociclib, capivasertib, and alpelisib from the ongoing ELEVATE study. Female 73 (100) 9 (100) 7 (100) 18 (95) 24 (100) 30 (100) Hyperglycemia 0 0 1{17) 0 0 0 9(16) 1) CONCLUSIONS
METH OD S Male 0 0 0 1(5) 0 0 = The evaluated elacestrant combinations continue to demonstrate a known safety profile that is consistent
ECOG PS, n (%) ' ICli ' iclib, ribocicli ' ' Isib with ndocrine therapy.
b g with abemaciclib, everolimus, palbociclib, ribociclib, capivasertib, or alpelisib SOC endocrine therapy
ELEVATE StUd DeSi n 0 41(56) 6(67) 4 (57) 14.(74) 16 (67) 20 (67) Median observational time for PFS for phase 2 was 2.8 months at data cut-off; therefore, mPFS cannot be evaluated. = At current tested dOSGS, the exposure-safety data SUppOI’t the selection Of elacestrant as a pOtentlaI
y g 1 31(43) 3 (33) 3 (43) 5 (26) 8 (33) 10 (33) endocrine therapy backbone due to the absence of drug-drug interactions. The safety profiles support the
PHASE 1B (N=90 PHASE 2 Visceral metastasis,” n (%) 67 (92) 7(78) 6 (86) 18 (95) 23 (96) 22 (73) “TEAE 215% at RP2D. combinability of elacestrant with abemaciclib, ribociclib, palbociclib, everolimus, alpelisib, and capivasertib
( - ) ) RP2D=Recommended phase 2 dose; TEAEs=Treatment-emergent adverse events. Data cut-off: 15 OCT 2024 . - . . . . . ]
Mutations," n (%) given that the co-administration of elacestrant does not increase the risk of associated adverse events:
EIcestrant Alpelisib 150-250 mg élrm At(n=t50)AI it ESR1 30/67 (45) 3/9 (33) 2/4 (50) 5/14 (36) 11/22 (50) 14/28 (50)
Cohort 1 [Py SASSRRININ Balbociclib 1 OO?ng : PIK3CA 29/67 (43) 9/9 (100" 7/7 (100)8 2/14 (14) 6/22 (27) 9/28 (32) Combination M0 3T OIS S RO
(n=33) with either: Ribociclib 400 mg? Arm B (n=50) Prior Primary endocrine resistance,* n (%) 13 (18) 3 (33) 2 (29) 4 (21) 1(4) 2 (7) Elacestrant 345 mg + abemaciclib 150 mg BID (RP2D) Diarrhea was mainly grade 1/2, neutropenia was associated mainly with abemacicib only.
: : = trant + Everolim : : ” : :
Capivasertib 320 mg stizeilie = = CDK.4/6' Median number of prior therapies MOSt Common TEAES Wlth ElaceStrant + PalbOCiC"b (RP2 D)* Elacestrant 345 mg + everolimus 7.5 mg (RP2D) Stomatitis, rash and diarrhea were mainly grade 1/2.
Alpelisib 250 mg Arm C (n=60) required for adv/mBC, n (range) 1(1-4) 2 (1-3) 1(1-2) 1(1-3) 1(1-3) 1(1-2) Elacestrant 345 mg + palbociclib 125 mg (RP2D) Neutropenia was associated mainly with palbociclib only.
Elacestrant Everolimus 5 mg RP2D of vari Elacestrant + Abemaciclib’ Prior CDK4/6i for adv/imBC, n (%) 73 (100) 9 (100) 6 (86) 15 (79) 24 (100) 30 (100) Elacestrant 172 mg + ribociclib 600 mg Neutropenia was associated mainly with ribociclib only. No grade 3/4 QTc prolongation observed.
Cohort 2 345 mg* combined Palbociclib 100 mg SRS Elacestrant + Ribociclib o . . . .
T —» combinations —— Number of prior lines of ET for Cohort 1 (n=6 Cohort 2 (n=6 ~ Elacestrant 258 mg + capivasertib 320 mg No grade 3/4 diarrhea, hyperglycemia or rash were observed.
(n=24) with either: Ribociclib 400 mg® N=310 adv/mBC, n (%) ohort 1 (n=6) ohort 2 (n=6) Cohort 3 — RP2D (n=7) - _ _ _
Capivasertib 320 mg = Arm D (n=90) ’ Elacestrant 258 mg + Elacestrant 345 mg + Elacestrant 345 mg + Elacestrant 258 mg + alpelisib 200 mg Rash and hyperglycemia were mainly grade 1/2. No grade 3/4 diarrhea was observed.
Elacestrant + Palbociclib No prior 1 49 (67) 6 (67) 6 (86) 14 (74) 18 (75) 25 (83) Palbociclib 100 mg Palbociclib 100 mg Palbociclib 128 mg
Alpelisib 300 mg E:Zg::g:: ' g?beorgiﬁlghb CDKA4/6i 2+ 23 (31) 3 (33) 0 4(21) 6 (25) 5(17) Preferred Term, n (%) AllGrades Grade 3/4  All Grades Grade 3/4 () EEEEE (B = Phase 1b combinations for alpelisib, capivasertib, and ribociclib are currently ongoing.
Elacestrant Everolimus 7.5-10 mg°® - Neutropenia 2 (33) 2 (33) 4 (67) 1(17) 4 (57) 3 (43) . , L
Cohort 3+ [SU//SSite o : . Type of prior ET, n (%) . = Elacestrant has the potential to become the ET partner for multiple targeted agents, providing an all-oral
g* combined Palbociclib 125 mg Arm E (n=60) Prior Fulvestrant 36 (49 3 (33 5 (29 9 (47) 13 (54) 13 (43) Related to palbociclib 2 (33) 2 (33) 3 (50) 0 3 (43) 2 (29) ) ) ) _ _ _
(n=35) with either: Ribociclib 400-600 mg?® B Eiacostrant + Canivasertib CDK4/6i Hvestan (49) (33) (29) Related to elacestrant + palbociclib 0 0 1(17) 1 (17) 1 (14) 1(14) treatment option in patients with ER+/HER2- mBC, delaying chemotherapy or ADC-based regimens.
Capivasertib 400 mg P allowed Al 54 (74) 7 (78) 4 (57) 12 (63) 18 (75) 21 (70)
Platelet count decreased 1(17) 0 1(17) 0 2 (29) 0
Tamoxifen 6 (8) 2 (22) 0 1(5) 1(4) 1(3) White blood cell count decreased 0 0 1(17) 0 2 (29) 1(14) REFERENCES:
( PHASE 1B OBJECTIVE ) ( PHASE 2 OBJECTIVES > NCT05563220 Tamoxifen/Al 5 (7) 2 (22) 0 1(5) 0 1(3) Insomnia 0 0 0 0 2 (29) 0 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; 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.
P"ma,ry'_Dete,rmme RP%D of elacestrant in anary' Evaluate the PFS of elacestrant in combination with each of the other StUdy drugs Lancet Oncol. 2022;23(11):1367-1377; 7. Santiago Ngvellg RG, et al. ESMO Open. 2023; 8(suppl 4):104409; 8. Glaviano A, et al. Mol Callvcer. . ) ] ]
combination with each of the other study drugs Secondary: Evaluate efficacy and safety of elacestrant in combination with each of the other study drugs *Includes lung, liver, brain, pleural, and peritoneal involvement; "Mutation data not available for all patients at time of data analysis; *PIK3CA mutation per local assessment; Data cut-off: 15 OCT 2024 2? 23;22(1):1326%22%026&_(3863”09?; AJ"aS ,Ne,t]"rfoék' ’tva,t urCel}nZg1i;49,(:') ,g418%:g11 [1.7206 170?1';2;“%’8';./3‘% eTta"VSrefStl C,\",’"f((;Bisfl)ég?ﬁgﬁf ‘.117 Agg; 11121'5.6 T, tg;z)p Ie; gtgz gzsste(g:ga(’gg
SPIBK/AKT1/PTEN alteration per local assessment. *Relapse within the first two years of adjuvant on ET or progressive disease within the first six months of first-line ET for *TEAE >15% at RP2D :43(.) rteas ¥ h S’ t. | Nat G ' t-281sg'zg 12 '1,4?5?1;116 . 156 Lcle d I?/ISI.? t I T§7 ) Ad -M d,O ) 103&02’2'814?1.75283569262.111365’34'(16).R b'- bR ug u P
*Elacestrant 86 mg is equivalent to 100 mg elacestrant hydrochloride; elacestrant 172 mg is equivalent to 200 mg elacestrant hydrochloride; elacestrant 258 mg is equivalent to 300 mg elacestrant hydrochloride; advanced breast cancer? - 2197 a - ' ) Data cut-off: 15 OCT 2024 t al I?IS ;agelc 20’1:?'435:1426 5?’_7?7' Jhav '(K ).t | Ann Oncol 2%}/23.34 o al. 2 '2234‘/8330' 1gcgh MA et al. SABCS 2023. PO2 1é)dg§on ’ Code are for personal use only
and elacestrant 345 mg is equivalent to 400 mg elacestrant hydrochloride; “Elacestrant 86 mg* + ribociclib (cohort 1); "Elacestrant 172 mg* + ribociclib (cohort 2); “Elacestrant 345 mg* + everolimus 7.5 mg Al, aromatase inhibitor; CDK4/6i, cyclin dependent kinase 4/6 inhibitor; ECOG PS, Eastern Cooperative Oncology Group performance status; ET, endocrine therapy; adv/mBC, RPeb=Recommended phase 2 dose; TEAEs=Treatment-emergent adverse events. $Qaéid:rd Feg et al. J Clin Oncol 2b22?4\1/g%2466-3a256-n;o ggfd'ia A, et al(sgﬁr? Ea)ﬁcer Res 20’24-50-4253-4365 ;1' Rugo HS, et al ASCO 2024: and may not be reproduced
(cohort 4); “Elacestrant 258 mg* + ribociclib 400 mg (cohort 3); °Elacestrant 172 mg* + ribociclib 600 mg (cohort 4); The RP2D for the combination of elacestrant and abemaciclib is being evaluated in the ongoing i _ . ’ ' ' Ak QART. Y ' ' 194 N QRET. ’ ' ’ ithout permission from SABCS®
ELECTRA trial (NCT05386108). +, additional Cohort 4; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; PFS, progression-free survival; RP2D, recommended phase 2 dose. advanced or metastatic breast cancer iithxsé(zSz%l;ﬂdg’;(6}]|-2)/f\1l‘ér‘l2?(’)_qug.2024,35(Supp| 2):5357-5405; 23. Rugo HS, etal. Ann Oncol. 2024;35(suppl 2):5357-S405. 24. Cardoso F, et al v al;,dpthe ;utlhor of this poster.




