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Focused in premencpausal women

Background Results

* Premenopausal women account for ~30% of patients (pts) with Fig 2. CONSORT diagram Table 1. Baseline Patient Characteristics Fig 3. Change in Ki67, ER and PgR levels from baseline Fig 4. Change in Ki67 levels between baseline and post-treatment
ER+/HER2- early breast cancer (EBC). Ovarian function suppression (n=49) « CCCA rates were similar between arms (29% vs 27%). by PAMS50 Intrinsic Subtype.
(OFS) with tamoxifen or aromatase inhibitors improves invasive disease- ICF signature (n=63) Elacestrant + * Ki67 decreased comparably in both groups. After treatment Ki67 <10% was reached « CCCA rates were higher in Luminal A than in Luminal B tumors across both
free survival, distant disease free survival and even overall survival Triptorelin in 67% (ELA) and 77% (ELA+T). arms
earlier discontinuations and potential suboptimal supression'~. Screening Failure (n=14) (oo ysars), median 47 (39-54) 47 (40-52) 47 (39-54) contrast, PgR changes diverged, increasing with ELA (+16.8) but decreasing with *  Most Luminal B tumors shifted to Luminal A after treatment (9/12).
. . +  Consentwithdrawal (n=4) Clinical tumor stage, n (%) ELA+T (-26.8).
Elacestrant (I?LA), gn oral selective estrogen rec‘:eptor degrgder (SERD), + Contralateral Tumor (n=1) 1 13(57) 10 (38) 23 (47) " m—
showed superior efficacy versus standard endocrine therapy in pretreated . gnaemla (ln|=1) S ) T2 10 (43) 14 (54) 24 (49) , n (%) — S
. _ . . ormonal Intrauterine Device (n=1 T3 0 2 (8) 2 (4) p-value < 0.05 - El trant
pos’Fmenopgusal women angl men with ER+/HER2- metastatic BC, | . HER2status(n=1) Regional lymph node metastasis, n (%) 40 |__ccca (i67 <2.7) 6 (29) 7 (27) ] 5 o+ Triptorelin
particularly in ESR1™tpopulation?. *  Lesions detectedin SCRCT (n=1) NO 22 (96) 24(92) 46 (94) - Intermediate (Ki67 >2.7-10%) 8 (38) 13 (50)
* Inadequate disease stage (n=2) N1 1(4) 2(8) 3(6) ~30 A . Resi « . ) ; Luminal A
* Mechanistically, ELA degrades ER while maintaining agonistic activity © Wbrouke st range (=) Histologic type, n (%) < eetstant (KI67>10%) s ) 40 Huminal B
i : ; ; ; *  Priorhormonal treatment <12 Ductal 21(91) 21(81) 42 (86) © 5 B3 Elacestrant A Geometric mean , % (95% Cl) ominala] Lo A
in non-breast tissues such as bone, supporting its potential for the months (n = 2) Lobular 2(9) 5 (19) 7 (14) X 20 - B Elacestrant + Triptorelin : . ) e N=24 02%
adjuvant settin g9. Histologic grade, n (%) : . Ki67  -62.0(-74.7t0-43.0) -71.9(-82.7to -54.2)
G1 6 (26) 5(19) 11 (22) 10__19"/_»_£___ﬂ _____ o I Allred ER -42.6(-69.9t0-9.2) -32.8(-42.5t0 -21.4)
* In the SOLTI-ELIPSE trial, a 4-week preoperative ELA led to a 53% Ki67 gg 122;;5) 20(()77) 32 gn” w1 B | N Allred PgR +16.8(-34.810109)  -26.8 (-34.7t0-18)
reduction and 27% complete cell-cycle arrest (CCCA) rate in a NA 0 1(3) 1(2) 0 :
postmenopausal endocrine-naive population, warranting ELA evaluation Enrolled patients (n=49) Allred ER score 8 (7-8) 8 (7-8) 8 (7-8) Baseline  After reatment ey
ith ith OFS i l ot ith EBC1O amedian (Q1-Q3) Relative change in ER Allred Relative change in PgR Allred ~ Baseline After treatment ___ Baseline After treatment —
with or without in premenopausal pts wi . Allred PgR score Scores Scores Ry g - e . o o]
» median (Q1-Q3) 8 (8-8) 8 (8-8) 8 (8-8) " ELA+T | | ELA+T | g =) Lo BRI
M e t h O d S | KI67%," madian (Q1- 20 (14-25) 16 (12-20) 18 (12-25) 100 . - -
Q3)
Elacestrant PAMS0 Subtype,? n (%) 50 50 Baseline  After treatment
- , , ) . Luminal A 17 (74) 20 (77) 37 (76) )
« SOLTI-2104-PremiERe (NCT05982093) is a phase 2, non-comparative, + Triptorelin Non-luminal A* 6 (26) 6 (23) 12 (24) 1| L E—
open-label, randomized trial assessing ELA = triptorelin (T) in (n=26) - -
premenopausal pts with stage |-1IB ER+/HER2- EBC, age =35 years, cT>1 2By central assessment; * All non-Luminal A tumors at baseline were classified as Luminal B; CCCA after treatment, n (%) 11(31) 2(18)
cm, and Ki67 10-35% by local assessment. ER: Estrogen receptor; PgR: Progesterone receptor 7100 o Geometric mean change in Ki67, % (95% Cl) -66.3 (-76.8t0-50.9) -73.0(-87.1t0 -43.4)
ER: Estrogen receptor; PgR: Progesterone receptor
* Pts were stratified by PAM50 subtype (Luminal A vs Non-luminal A) and
randomized to ELA 345 mg (= 400 mg elacestrant dihydrochloride) daily Fig 5. Dynamics of E2 levels Fig 6. Differential gene expression from baseline . _ After treatment Fig 7. Changes in HER2DX signatures from baseline
until surgery/biopsy at day 30 (+7), alone or with T3.75 mgondays 1and29.  « E2 decreased with ELA + T and increased with * 192-gene analysis showed differential expression * Proliferation signature significantly decreased after treatment in both arms. C onc l us i ons
. Primary endpoint: CCCA rate (central Ki67 <2.7%) after treatment. ELA alone, with no significant impact of E2 levels in 53% of genes with ELA and 62% with ELA+T. * 1GG and HER2 signatures increased signifiqanﬁly with ELA+T.
on post-treatment Ki67 levels in either arm. * Proliferation-related genes were consistently * PAMS50 ROR scores showed an overall decline in both treatment arms.  This study provides the first evidence
* Secondary endpoints: CCCA rate by PAM50 subtype; changes in central  « |n combined arm, 88% of women had post- downregulated in both arms. o o . . .
Ki67, ER and PgR expression; changes in gene expression (192 gene treatment E2 levels <10 pg/mL. « 41 genes were commonly suppressed, indicating B8 Elacestrant B Elacestrant + Triptorelin PAMS50 Risk of Recurrence (ROR) score that ELA elicits antiproliferative and
analysis; paired analysis; FDR-corrected); safety; and estradiol (E2) a core elacestrant effect. HER2DX-IGG signature molecular responses in
dynamics measured by LC-MS/MS. 3 . .
y y e Down regulated (4 5%) Upregulated q <6%) . %* - 100] premenopausal women with
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Fig 1. SOLTI-2104 PremiERe study design . - . 2 ER+/HER2- EBC as single agent or in
O
a0 Ezzzz : HER2DX-Luminal signature % 0 combination with OFS.
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« Ki67 = 10-35% (I) cycle arrest rate in E3 Elacestrant B3 Elacestrant + Triptorelin Elacestrant = Elacestrant + Triptorelin © 6 exp ress‘on .
N 5 weeks each arm ; -7 .
: [ ELA+T | T . .
4 ERADYHERD < r— * PremiERe trial support the potential
Pre-trea.tment Day 14 Day 28 Dav 30 (30-37 > |: 8 - signature L ER2DX. GG 0140 0,006 . .
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+ PAM50 « PAMS50 (n=22) (n=22) (n=26) (n=26) w s - . . . o q
.BIEZdFSH ‘ E2* +341.4 +367 -79.8 -94.8 ) ® ** $* HER2DX- Proliferation <0.001 0.019 popu"atlon’ pOtentIally Sparlng the
(100.6 to 871.3) (91.2 to 1039) (-92.1t0 -47.9) (-97.3t0 -89.9)  tacestan 6 ° ° HER2DX. HER2 0.390 0.010 need for OFS.
*Stratification factor: Research-based PAMS50 (Luminal A versus Non-Luminal A) ” pe/ml; Geometric mean change from Day 1; % (95% C) 0 . B Elacestrant + Triptorelin Baseline After treatment PAM50-ROR <0.001 <0.001
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