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ESR 1mut as Biomarker of ER-depdt resistance ?

 ESR 1 frequency
• ↗ with line(s) of treatment(s)

• Exposure to AIs + duration of exposure

 Detection in plasma(ct DNA) > metastatic Tissue 
Pascual J., Ann Oncol 2022

• ctDNA NGS (genotyping )/ddPCR

• not  (yet) of« clinical utility «

• Important  factor  for decision making

Mechanisms of Resistance to Endocrine Therapies



Mechanisms of Resistance to Endocrine Therapies

Next generation SERDs/SERMs aim to 
provide full ER Blockade
regardless of ESR1 Status



• Promising activity , regardless of 
• ESR1 status

• Prior Tt with Fulvestrant , Cdk4/6 or ChemoT

• Oral drugs , acceptable toxicity profiles as monoTh / Combination with Cdk4/6i

« Next generation » SERDs
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Phase III EMERALD Trial : Elacestrant vs SOC after Cdk4/6i
Bidard FC et al , JCO 2022
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If Expo to cdk4:/6 i ≥ 12 mo 
→↗  PFS

• All Pts,  1,9  vs 3,9 mo (HR 0,61)
• ESR1-mt  1,9 vs 8,6 mo (HR 0,41)



Interim OS 
« OS data : SABCS 2022 »

Phase III EMERALD Trial : Elacestrant vs SOC after Cdk4/6i
Bidard FC et al , JCO 2022



Oral SERDs in Phase II/III 2-3L mBC trials

 PreTT
 Prior exposure to CDK4/6i ( 42- 80 -100 %)
 % of mutESR1 tumors



Oral SERDs in Phase II/III 2-3L mBC trials

ITT Pop.



Oral SERDs in Phase II/III 2-3L mBC trials

ITT Pop.

ERS1 Mut 
Pop.



 Pure oral SERM (5 mg /d)

• Tt of Osteoporosis (PEARL Trial ; NEJM 2010) →  ↓ Incidence of BC

• In vitro activity in ESR-1-Mut cell lines

3d Generation Oral SERMs : LASOFOXIFENE

ELAINE-1: Open label randomized study of Lasofoxifene vs Fulvestrant in 
ER+/HER2-ve MBC and ERS1 mutation post progression on AI and CDK4/6i

Goetz MP, ESMO 2022, LBA 20

Median PFS
• LAS: 6.04 mos
• Fulv: 4.04 mos

(N=103)
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3d Generation Oral SERMs : LASOFOXIFENE

• In ELAINE-2 Ph II : 29  Heavily prett Pts (97% cdk4/6i, 79 % Fulv, 48% ChemoT)

AND + ctDNA for mutESR1

LAS + Abemaciclib resulted in 

- an ORR of 50 %     

- a mPFS of 13,9 m

• Exploratory ct DNA analyses : same correlation between ct DNA clearance    

(↘in 81% of pts at W 4 ) and clinical benefit

= Non-invasive surrogate marker for efficacy?

Damodaran S , ASCO 2022

Damodaran S , SABCS 2022
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Association of SERDs with targeted therapies in 2-3d line ? 

 Addition of PI3Ki and mTORi (AKTi?) to SERDS

→ personalization of the Tt  (40 % of PIK3CA mutant)

Optimal sequence ?

 Ongoing combination studies
 Giderestrant + Everolimus vs Exemestane + Everolimus (evERA Ph III Trial)

 PIK3CA mut tumors : Giderestrant + Inavolisib , Imlunestrant + Alpelisib,.. 

 ELEVATE = phase 1b/2 open-label , umbrella study Elacestrant in various combinations
→ + Alpelisib, Everolimus, PalboC, AbemaC or RiboC



Programme of completed and ongoing Phase II/III Trials of Oral SERDs
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Biomarker driven selection of ET backbone in 1L?

Mechanisms of Resistance to Endocrine Therapies
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Oral SERDs : Safety/Tolerability in mBC

AEs in > 10 % : Single Agent and Combo with Palbociclib



Programme of completed and ongoing Phase II/III Trials of Oral SERDs
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Proof-of-Concept Neo Adjuvant study : coopERA Trial

Hurvitz S , SABCS 2021

1° EP met : superior Ki67 reduction from baseline to W 2 
with GIREDESTRANT vs ANASTR.

↓
Efficacy Signal supporting further investgation in the adj. setting 
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Oral SERDs in Phase III Adjuvant trials 

 Improved outcome ?

Optimal sequence with other ETs in the early setting ?

Combo with AbemaC ?

 Tolerability ? → Key aspect of efficacy !
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SERMS in breast cancer

Conclusions

New Endocrine Treatment ( 1st in 20 years !)

• 2d/3d line option 
 low burden MBC, long PFS 1, .. ?
 In all comers or in mutESR1 tumors ? 

• Implementation of the test(s)

→ feasible and impactful in clinical practice?
 Methods , repetition ,..
 To prevent clinical PD ?

• Optimal combinations ? Best sequence ?

• ………
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