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Focus

• ER+ HER2 – metastatic breast cancer

• HER2+ metastatic breast cancer



ER+ HER2 “negative” disease

Gennari A et al
ESMO guidelines 2021

RIGHT Choice Trial



RIGHT Choice Trial: 
Premenopausal women, untreated ‘aggressive’ 
disease

YS Lu SABCS 22

50% visceral crisis
Right choice of chemo?

Background: CT vs CDK4/6 inh trial (PEARL) included pretreated patients and no visceral crisis



RIGHT Choice trial: Primary Endpoint - PFS

median FU 24.1 months

Gain of 12 months

YS Lu SABCS 22



RIGHT Choice trial: 
Secondary Endpoints ORR, CBR and TTR

YS Lu SABCS 22

Time to onset of responseResponse rates 



ER+ HER2 “negative” disease

Gennari A et al
ESMO guidelines 2021

RIGHT Choice Trial

Optimal 2nd line
Single agent? 
Combi?
AKT path inhibition?
more CDK4/6 inh?

ER-driven disease vs non ER-driven disease?



Optimal 2nd line in ER+ HER2- mBC?

• Targeting acquired resistance in ER-driven disease: 
(1L endocrine therapy > 6months adapted to >12 months CDK4/6i + ET)1
• Overcoming ESR1 mutations with SERDS 

o EMERALD (update)  
o SERENA-2

• New agents PROTACS: VERITAC
• CDK4/6 inhibition after CDK 4/6 inhibition: PACE

• Tackling the AKT pathway beyond CDK4/6 inhibition: CAPItello-291

1ABC5 ESO-ESMO guidelines F.Cardoso



SERD Selective Estrogen Receptor Degraders and 
novel therapies

Lloyd et al Therapeutic Advances in Med. Oncol 2022

Fulvestrant
Elacestrant
Camizetrant

ARV-471

Tamoxifen



EMERALD phase 3 Trial: Elacestrant vs standard ET

Bidard FC JCO 2022
Kaklamani V. SABCS 2022

ITT 
∆ 0.88 m

ESR1m 
∆ 1.91 m

Fulvestrant
arm 

PFS <2m



EMERALD Trial: Updated PFS results 
by duration of previous CDK4/6i

2.79m vs 1.91m
HR 0.69 (0.53-0.88)

3.78m vs 1.91m
HR 0.613 (0.45-0.83)

5.45m vs 3.29m
HR 0.70 (0.48-1.02)

Kaklamani V. SABCS 2022



EMERALD Trial: Updated PFS results by duration of 
previous CDK4/6i – ESR1 mutated tumours

4.14.m vs 1.87m
HR 0.52 (0.36-0.74)

8.61m vs 1.91m
HR 0.41 (0.26-0.63)

8.61m vs 2.10m
HR 0.466 (0.27-0.79)

Kaklamani V. SABCS 2022

Patient with a short duration of 1rst line
should probably not receive a single
agent SERD in 2nd line



SERENA-2 phase 2 Trial: Camizestrant vs Fulvestrant
in post-menopausal women ER+HER2-

Oliveira M. SABCS 2022

50% Prior CDK4/6 inh
58% Visceral M+
36% ESR1 mutations (pl)



SERENA-2 phase 2 Trial: 
Primary Endoint: PFS by investigator assessment

Oliveira M. SABCS 2022

Safety in camizestrant arms (75-150mg):
CTCAE gr 3 was low (1.4-2.7% vs 1.4%)
Discontinuation due to tox in 2.7% (n=2)
Dose interruption in 15-20% vs 4%

Most frequently and mostly gr1:
photopsia (12%)and 
bradycardia (5%)
fatigue (5%)
anemia (10%)
asthenia (8%)

75mg: PFS ∆ 3.5m
100mg: PFS ∆ 4m in favour of camizestrant



SERENA-2 phase 2 Trial: PFS by ESR1m

Oliveira M. SABCS 2022

Camizestrant and Fulvestrant have similar benefit in 
ESR1 wt group
Some ESR1 wt patients will benefit from SERDs

Some ESR1 mutant derive no benefit from SERDs



SERENA-2 phase 2 Trial: PFS by ER-driven disease

Oliveira M. SABCS 2022



SERENA-2 phase 2 Trial: Changes in ESR1m ctDNA
variant allele frequency

Oliveira M. SABCS 2022



ARV-471, a PROTAC estrogen receptor degrader: 
phase 2 expansion VERITAC ph1/2

Schott A. SABCS 2022

70% prior CDK4/6 inhibitor
60% ESR1 mutant

ARV-71 targets wt and mutant ER
It directly binds an E3 ubiquitin ligase and ER to trigger ubiquitination of ER



VERITAC: Primary Endpoint: Clinical Benefit Rate

Schott A. SABCS 2022



Schott A. SABCS 2022

VERITAC: ER degradation with 200mg

PROOF of CONCEPT



VERITAC: Safety

Schott A. SABCS 2022



VERITAC: Safety

Schott A. SABCS 2022
Phase 3 VERITAC 2 with 200mg comparing ARV-471 with fulvestrant



PACE Trial: Palbociclib After CDK and ET

Phase II
Prior CDK4/6i:
90%  palbo
>12m 75%



PACE Trial: PFS in the ITT

Erica Mayer SABCS 2022

PFS not significantly improved
Fulvestrant arm did better than in other trials 
but some imbalance btw the arms

No added TOX with anti PDL1 which differs
to what is seen with anti PD1

∆ 3.3 m



CDK4/6i after CDK4/6i

• Small phase 2 trials
• Imbalances btw the arms within the trials
• Ongoing trials: post-monarch, Palmira
• Unclear where this strategy stands in the midst of emerging new combination and drugs



Capivasertib and fulvestrant for patients with AI-
resistant ER+/HER2- advanced BC: Results from 
the Phase III CAPItello-291 Trial

Andre F et al NEJM 2019, Rugo H Lancet oncol 21, SABCS 2022

• Capivasertib is a potent, selective inhibitor of all 
three AKT isoforms (AKT1/2/3)

• FAKTION phase II showed improved PFS and OS in 
an AI-resistant population with a more 
pronounced benefit in pathway-altered tumors

AKT–pathway blockade
• SOLAR-1 showed an improved PFS with alpelisib + 

Fulv in AI resistant, PIK3CAm, population largely 
untreated with CDK4/6i

• BYLieve (single arm ph2) showed activity of 
alpelisib + fulv after CDK4/6i: 50.4% 6-months PFS 
rate (median 7.3 mo)

Alpelisib

everolimus



CAPItello-291 phase 3 trial 

Turner N. SABCS 2022
70% received prior CDK4/6 inhibitors
18% received prior CT in the advanced setting



CAPItello-291: Primary endpoint investigator-
assessed PFS in overall population

Turner N.. SABCS 2022
Turner N. SABCS 2022

First Ph 3 results of AKT pathway inhibition in a
CDK4/6i pretreated population

Effective in endocrine R population



CAPItello-291: Primary endpoint investigator-
assessed PFS in the AKT pathway altered population

AKT pathway altered (Primary endpoint)

Turner N. SABCS 2022

CAPItello was not a biomarker driven trial with comparison btw AKT pathway altered and unaltered tumours

AKT  pathway non-altered (exploratory)



CAPItello-291: Safety

SOLAR-1- alpelisib AE 
(all grade/grade3)
Diarrhea 60%, 7%
Nausea 45%,2.5%
Rash 36%,10%
Vomiting 77%,2%
Hyperglycemia 63%,33%
Stomatitis 24%,2.5%

Capivasertib
seems to be
better tolerated
than alpelisib

Turner N. SABCS 2022



ER+ HER2 “negative” disease

Gennari A et al
ESMO guidelines 2021

RIGHT Choice Trial

Optimal 2nd line?
need for biomarkers

ER-driven disease? 
Duration of 1rst line, ESR1m

ADCs: SG /TDxd

SERDs
Capi + 
Ful? 



TROPiCS-02 trial: Sacituzumab Govitecan vs TPC
Report of outcome by Trop-2 expression (exploratory 
analysis)

Trop-2 expression was not an eligibility criteria and was not a stratification factor
Trop-2 membrane expression was determined on primary or M+ biopsy and was scored (H-score)



TROPiCS-02 Trial: Previous Results

Rugo H. JCO 2022 Rugo H. ESMO 2022



TROPiCS-02 Trial: Trop-2 expression and ORR

Expression observed in 95% of evaluable samples

ORR

Rugo H. SABCS 2022



TROPiCS-02 Trial: PFS by Trop-2 H-Score

Rugo H. SABCS 2022PFS outcome favoured SG in all subgroups including in very low Trop-2 expression (H-Score≤10)
Trop-2 expression was not demonstrated to be a predictive biomarker for SG efficacy



TROPiCS-02 Trial: OS by Trop-2 H-Score

Rugo H. SABCS 2022

OS outcome favoured SG in both subgroups including in very low Trop-2 expression (H-Score≤10)
Trop-2 expression was not demonstrated to be a predictive biomarker for SG efficacy and should 
therefore not be tested before treatment



HER2+ MBC - Trastuzumab Deruxtecan - Background 

(Neo)adjuvant1rst line 2nd line 3rd line

DESTINY-BR03 phase 3
mPFS NR (TDXd) vs 6.8m (TDM1) 

HR 0.28

DESTINY-BR01 phase 2
ORR 61.4, mPFS 19.4m

Trastuzumab Deruxtecan (T-DXd) is a standard for 2nd line HER2+ MBC based on 
DESTINY-BR03 results presented at ESMO 2021 

>3rd line

ESMO 2021
SABCS 2022

SABCS 2019, 20

DESTINY-BR02 phase 3SABCS 2022

nb of lines: 6



DESTINY-Breast02: phase 3
T-DXd vs TPC in MBC previously treated by T-DM1

Ian Krop SABCS 2022

Prior therapy for MBC
100% received prior trastuzumab
100% received prior T-DM1
78% received prior pertuzumab
6% received prior TKI
Median lines of prior treatment: 2



Ian Krop SABCS 2022

DESTINY-Breast02: Primary Endpoint – PFS by BICR



DESTINY-Breast02: PFS by Subgroups

Ian Krop SABCS 2022



DESTINY-Breast02: Secondary Endpoint - OS

Ian Krop SABCS 2022



DESTINY-Breast02: Safety

Ian Krop SABCS 2022



DESTINY-Breast03: ESMO 2021

Javier Cortès ESMO 2021

First results: median FU 15 months

Prior therapy for MBC
100% received prior trastuzumab
60% received prior pertuzumab
15% received other HER2 agents
Median lines of prior treatment: 2



Sara Hurvitz SABCS 2022

DESTINY-Breast03: updated results
Key Secondary Endpoint: OS



DESTINY-Breast03: confirmed ORR and other 
Efficacy Endpoints

Sara Hurvitz SABCS 2022



DESTINY-Breast03: updated primary endpoint
PFS by BICR

Sara Hurvitz SABCS 2022



DESTINY-Breast03:PFS 2 and Post-study Anticancer 
Treatment

Sara Hurvitz SABCS 2022



DESTINY-Breast03: Updated Safety summary

Lung toxicity ILD in 15%  (Esmo 21 : 10.5%)

Sara Hurvitz SABCS 2022
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Take Home from SABCS 22 for ER+HER-MBC
• CDK4/6 inhibitors should be considered in all 1rst line ER+HER2- MBC 
• in 2nd line
• SERDs have a place beyond CDK4/6i but not for all and the population with   

ESR1m + prolonged benefit to CDK4/6i (>12m) seems to derive the most 
benefit. 
• AKT pathway inhibition has a place after CDK4/6i. Benefit seen in CDK4/6i 

short responders. Biomarkers?
• CDK4/6i after CDK4/6i data are still too weak for the clinic. Which partner 

needs switching?
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Take Home from SABCS for HER2+ MBC

• Trastuzumab Deruxtecan confirms positive clinical impact in PFS and 
OS in HER2+MBC from the second line onwards.  
• ILD remains a concern. Screening guidelines and continuous 

education of the oncology teams should be implemented.


