Open-Label, Phase 2, Multicenter Study of Lasofoxifene (LAS) Combined with Abemaciclib (Abema) for Treating Pre- and Postmenopausal Women with
?}mz Locally Advanced or Metastatic ER+/HER2- Breast Cancer and an ESR1 Mutation After Progression on Prior Therapies
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° Endocrine therapy (ET), particularly with aromatase inhibitors (Als), Patient disposition and baseline characteristics Efficacy ®* ELAINE 2 showed acceptable tolerability with a favorable
reduces estrogen receptor (ER) activity and has been the mainsta i i ioti : : : . . : : : . : . . . - . - .
 SSUoY ptor (ER) 4 y . el L [eEn e EmEs el e A CErEiElEiEs ° 16 patients had disease progression and 8 continue treatment (Figure 1), with a CBR Figure 3. Best response in patients with measurable lesions benefit-to-risk ratio and promising efficacy, with LAS/Abema
for treating ER+ breast cancer. ° 29 women were enrolled at 16 US sites at 24 weeks of 69.0% (95% C. 50.8-82.7) hievi PES of 13 ORR of 55.6% d CBR of
* Long-term ET often leads to treatment resistance caused by from October 2020 to June 2021. Median age (range), y 60 (35-79) P It e ac |ey ng a .0 mos, . ° S an 0
acquired ESR1 mutations.1?2 B e T e ———— Raco ° The median PFS was 55.7 weeks (13 months), 95% Cl, 32.0-NE (Figure 2). . Maximum Tumor Response - ELAINE 2 69% in mMBC patients harboring ESR1 mutations who had
N E\ig;er:;éﬁ)og;ﬁig.trig f:)%nrsgg'l;ttigﬁclzéaftir\rlw%r(lgig(rjess'on than disease progression (2 for adverse \é\llhits 22 5269')2) ® Among patients with measurable target lesions (n=18), 10 had a confirmed partial EE progressed on CDK4/6is and ETSs.
i i i , tu ion, - : : ac : L o : : : :
and overall poor prognosis 3.4 ever".:s [AES], 2 |nVeSt|gat0r Wlthdrawals; Not reported 2 (6.9) response (PR), resultlng in an ORR of 55.6% (95% Cl, 29.0 - 71 .0, Flgure 3) a0 L PR CO”S'Stent evujence from a |arger’ randomlzed trlal WOUld
. | | | | b [PRUIEE Tl el D) Measurable disease 18 (62.1) * Patients achieved PR at a median of 169 days, with a median response duration of support LAS/Abema as a potential therapy to help fulfill the
LAS, a novel endocrine therapy and next generation SeleCtIYe_ ® Patients had a median age of 60 years; Visceral disease 16 (55.2) 164 days. G unmet clinical need in this popu|ati0n
estrogen receptor modulator (SERM), has shown potent activity 86% - gw 07T .
) : o : o were Caucasian (Table 1). Bone only 10 (34.5) . : : : : c
against ESR1 mutants alone or in combination with a CDK4/6 _ _ _ Prior breast cancer harapy Of 4 enrolled patients who previously progressed while taking Abema, 3.9
inhibitor (CDK4/6i) compared with fulvestrant ([Fulv], a selective ® 97% had a prior CDK4/6i, 79% received Chemotherapy (total) 25 (86.2) 3 had significant clinical responses (1 PR, 2 with stable disease; Table 3). 2% 1
estrogen degrader [SERD]) in metastatic breast cancer (mBC) prior Fulv, and 48% received prior Chemotherapyin metastalic setin 14 (48'3) e 2 of 3 patients who took prior Fulv/alpelisib had clinical benefit £ E"‘n :
xenograft models expressing ESR1 mutations.58 chemotherapy in the metastatic setting CDK4/6 by 2 -8 (96'6) P P P ' % © Conclusions
. i T - Table 1). o : ® In patients with evaluable ctDNA, 47 ESR1 mutant variants were detected at baseline; g% 07 - .
LAS modifies the constitutive conformation of the mutated ERa to ( ) Palbociclib 25 (86.2) 0 o S0 | __________T’mmunE e | * LAS plus Abema had acceptable safety and tolerability. As with other
h h 6 - : : . after 4 weeks of treatment, 91% were undetectable or reduced (68% undetectable), e
an antagonist conformation, thereby inactivating the receptor. Patients had a median of 2 prior lines of Abemaciclib 4 (13.8) o . N - .
_ _ ) ——— while only 9% increased =2 ol . CDKA4/6i-ET combinations, most toxicity was considered related to
° Single-agent activity of LAS in patients progressing after CDK4/6i therapy in the metastatic setting. E'bkoc'c"b ig'ii ' Ec Partialresponse the CDK4/6i component.
and Als was shown in the ELAINE 1 trial (NCT03781063). In *  48% of patients had polvclonal ESR1 nknown ' : - : : EE
ELAINE 1, LAS demonstrated numerical superiority over Fulv for all o ofpa poly Endocrine therapy 29 (100) Figure 1. Time on treatment and response in all patients 50 60 | This is one of the first clinical trials to prospectively observe a
: ’ - . mutations; 66% had Y537S and 48% Aromatase inhibitor 58 (96.6 = :
primary and secondary clinical endpoints (ESMO 2022). D538G omatase inhibito (96.6) Weeks meaningful PFS (55.7 weeks/13 months), ORR (56%), and CBR
* Abema, a CDK4/6i, has been shown to have meaningful clinical izxii:;::t iz gj'j; O 4 8 12 16 20 24 28 32 36 40 44 48 52 S6 60 64 68 72 76 80 84 88 92 96 100 104 a0 b ORR: 55.6% (95% Cl, 29.0-71.0) (69%) of ET-CDK4/6i combination in CDK4/6i pre-treated mBC
aCtiVity after disease progreSSion on prior CDKA4/6i with mBC.’ e 4 (138) : E © e [ " Median TTR: 169 dayS pOpUIatlon Wlth ach|red ESRl mutatlons
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¢ Treatment options for mBC patients with an ESR1 mutation are Alpelisib 3(10.3) :g & m____“—’_“—"—’ 100 L edian Lo s o Considering limitations of cross-study comparisons, PFS with
Iimit_ed, crea_lting an unmet clinic_:al n(_eed Igg new treatment strategies, Saf Z:t?nm;ssed as n (%), unless stated otherwise. CDK4/6i, Cyclin-dependent kinase : g o %— LAS/Abema is 2.5 times the ~5-month PFS and nearly double
particularly in the post-CDK4/6i setting.48: | arety ' ETE———————————— Updated as of Dec 16, 2022. ORR is based on confirmed response events. the 37% CBR reported with Abema alone or combined with Fulv
: Here_,dwe dedsctrlbe thz r?sult_s of tITe ELA'NtEdZ Stt,li\dsy(.:-lc_)hlzsoggsmr ° The most common AEs reported to date were diarrhea, nausea, fatigue, and white blood cell D —— c cs::tlgfr::;g;esreva;[) Dstl:b?:Eziganssfﬁ;p;ﬁi;tg*::;::iiztive response rate; PD: progressive disease; after progression on prior palbociclib and ET.”
provides updates on data originally presented a : : IR E 1 ; SD: ; TTR: : : : :
decrease; most AEs were grade 1 or 2 (Table 2). R —— g sty S Cinthund Mewones Although VTE is a known risk with the use of Abema and SERMs
Obiecti ® The most likely treatment-emergent AEs due to LAS were muscle spasms and hot flashes. An g0 — o Early Withdrawa A Chemon meC alone, the reported incidence in ELAINE 2 was in line with previous
AN -4 3] rlor ulvestrant @ No Prior : | o o - . . .
[ * Three patients developed deep vein thrombosis (DVT)/pulmonary embolism (PE): one DVT N G — e S i calbocicll -k Table 3. Patients enrolled with post-Abema progression LIINgS @fF M DINAREL, T siflisn ine (neenee 01]:)VTE D (R
The ELAINE 2 study (NCT04432454) is an open- was diagnosed after knee surgery; Another asymptomatic PE/DVT was found incidentally on with tamoxifen/ Abema and 3.9% W!th Abema alone®. No VTEs were
jabel, phase 2, m Itycenter single-arm trial a':] 4 one surveillance scan. The only symptomatic PE occurred in a patient at 72 weeks with a 10-month (CgBSFz/: "3-%’8 02 Patient  ESRIMut, MAF Baselinedisease . . .. . o seen on lasofoxifene monotherapy in ELAINE 1.
uiti I - I e - S ; 0 .8-82. :
’ ’ ’ , objective response. All three patients had clinical benefit. ’ baseline/wk 4 Status U : -
: .49 s Updated as of December 16, 2022. | o o _ ndetectable and reduced levels of ESR1 MAF with LAS/Abema is
evaluate the safety and efficacy of LAS combined (4 due to AEs, 1 due to investigator discretion). 6.855%/ND Fulv/Abema (12 wks); response.
with Abema in a post-CDK4/6i setting CAlPE {7 ) . : : :
100 e a2y Y5378, 24 mm liver lesion  LTZ/PAL (2.7 yrs); Stable until 56 wks with The clinically meaningful efficacy of >12 mos PFS with LAS/Abema
Table 2. Frequency of most common AEs (in 212% of patients)® (N=29 Ei : : : : 0.248%/ND Abema (16 wks) confirmed PR (liver lesion combination may offer a significantly greater benefit than currently
gure 2. Kaplan—Meier analysis of progression-free survival (PFS) : ST : / ) ) .
Methods AE Grade 1 Grade 2 Grade 3 Grade 4 decreased 71% at 40 wks) available therapies in this setting, with a differentiated profile from
| | Diarrhea 20 (69.0) 4 (13.8) 0 0 Lo - Coreored o T TR e e, (TR G ] =) 15 5 A (e intra-muscular and oral SERD monotherapy, particularly in this
* Women 218 years with ER+/HER2- mBC and acquired ESR1 Nausea 9 (31.0) 4 (13.8) 0 0 y 0.3%/ND Seuel, el e " FulviAbema 2’1_3’yrs). Iesiorﬁ) decreased 6%? patient population, and warrants further study and large randomized
mutation(s) identified in circulating tumor DNA (CtDNA) Fatigue 61(20.7) 3 (10:3) 1(34) 0 09 1 metastases CAPE (1 mo) trial of LAS/Abema compared to fulvestrant/Abema in patients with
° Progressed on one or two lines of ET for mBC (prior Abema Cough 7(24.1) 2(6.9) 0 0 0.8 - an ESR1 mutation following progression on an Al/CDKA4/6i has been
allowed); could have received one line of chemotherapy White blood cell decrease 3(10.3) 6 (20.7) 0 0 é‘ 59y D538G, 35 mm liver Fulv/Abema (2 yrs); Progressed at 8 wks (liver initiated.
: , Vomiti 5 (17.2 2 (6.9 1(3.4 0 ‘5 07 1 1.28%/1.926% metastases CAPE (1 mo) lesion stable, but new
° Patients took oral LAS 5 mg/day and Abema 150 mg twice a day omiting (17.2) (6.9) (34) 2 lesion noted)
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(B”_D? (Abem_a prowded by Eli Lllly and CO') until progression, death’ yspn.ea ( ) ( ) 2 0.6 Abema, abemaciclib; CAPE, capecitabine; Fulv, fulvestrant; MAF, mutant allele fraction; mBC, metastatic breast cancer; ND, not
toxicity, or withdrawal Anemia 4 (13.8) 1(3.4) 1(3.4) 0 o. 05 | detected; LTZ, letrozole; PAL, Palbociclib; PR, partial response; SD, stable disease.
°  Primary endpoint: safety and tolerability as assessed by CTCAE S| GEBIEESEE L&) 2(6.9) 3(103) S Disclosures
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* ctDNA was screened for ESR1 mutant allele fractions at baseline Stomatitis 3 (10.3) 1(3.4) 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 68 72 /6 80 4. Herzog SK, et al. Br J Cancer. 2022;126:174-186. Pharmaceuticals.
and week 4 using SafeSEQ NGS technology (Sysmex Inostics Inc) Dehydration 2(6.9) 2 (6.9) 0 0 Weeks g ﬁn_dfe?/lno KJi eé al. MocI:CanceRr) Ther. 2}?22062212295541405- Eli Lilly and Co provided abemaciclib for the study. Sermonix Pharmaceuticals
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