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• #Q2# Delay CDK4/6i: All guidelines recommend that all patients should 
receive CDK4/6i as part of 1st line treatment……should ALL patients?
– Is there a subset who can start with endocrine therapy alone?

• #Q3# Early switch after biological progression: is there a benefit to early 
therapy based on ctDNA dynamics?

• #Q4# Extend CDK4/6i: Does endocrine backbone switch (with continued 
CDK4/6i) effectively extend 1st line therapy?
– Previous evidence: Neither phase III; favorable outcomes for continued ribociclib after CDK4/6i progression 

(MAINTAIN); PEACE trial with negative results. 



#Q1# Personalize CDK4/6i

PFS-OS data → Different studies, different designs, different study 
populationts and subgroup definitions

CDK4/6i are NOT identical pharmacologically 
(Ribo CDK4>6; Abema CDK1, CDK2)

Differences by molecular 
subtype?

Prat A, Chaudhury A, Solovieff N, et al. J Clin Oncol. 2021 Nov 1;39(31):3525] [published correction appears in J Clin 
Oncol. 2023 Apr 20;41(12):2299-2301]. J Clin Oncol. 2021;39(13):1458-1467. doi:10.1200/JCO.20.02977
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#Q2# Can certain patients delay CDK4/6i

• Substantially (42%) more > grade 3 AEs with
1st line vs 2nd line CDK4/6 inhibitors use

• QoL (FACT-B and EQ-5D-5L at up to 11 time
points)
✓ No difference observed between study arms (p = 0.4)

Safety and QoLPFS2 Subgroup Analyses

• Limited signal on WHO can delay
CDK4/6i treatment

Sonke. ASCO 2023. Abstr LBA1000.
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BUT…
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#Q2# Can certain patients delay CDK4/6i

Key outstanding questions:
• Optimal 2nd line therapy? …Probably NOT…

• Does CDK4/6i matter? Over 90% received Palbociclib

✓ Better outcomes for OS with ribociclib and abemaciclib

• Patients reported outcomes:

✓ Duration on CDK4/6i: 24.6 mo (1st line) vs 8.4 mo(2nd line) --< fewer AEs 2nd line

✓ Inferior costs

Who are the very good risk patients who can delay CDK4/6i?
• Historically, a consistent subset of patients have good and prolonged disease control with ET alone

• Urgently need of additional biomarkers: ctDNA profiling and dinamycs, microbiome, RNA-based?
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#Q3# Benefit of early switch based on ESR1mut ctDNA

Mutation features & dynamics did not significantly predict switch benefit

• No difference by which
ESR1mut

• No difference if polyclonal
ESR1mut
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Previous evidence: phase II trials

Significant PFS benefit in 
ribociclib group  

Non-significant PFS benefit 
in palbociclib group  

#Q4# Can ET switch extend CDK4/6i? 



#Q4# Can ET switch extend CDK4/6i? 

NCT03809988. Llombart-Cussac. ASCO 2023. Abstr 1001. 

• Without differences in the subgroups analyses (visceral

disease OR duration prior palbociclib [6-12 m vs >12 m)

• Mutation status (ESR1, PIK3CA, ctDNA dinamycs) not

reported yet
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Key outstanding questions:

• What are the alternative options?

• Does CDK4/6i matter?

✓ >80% 1st line Palbociclib in all studies

✓ PFS benefit only in MAINTAIN (ribociclib)

• Next-generation ET backbone?

✓ SERDs / SERMs / PROTACs/ CERANs

• Adjuvant CDK4/6i ?

• Pending CDK4/6i→CDK4/6i trials:

✓ PostMONARCH

✓ EMBER-3: ET vs imlunestrant vs imlunestrant/abema

✓ ELAINE-3 (ESR1mut): lasofoxifene/abema vs FULV/abema

#Q4# Can ET switch extend CDK4/6i? 
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• #Q1#  Personalize CDK4/6i: 

– No head-to-head comparisons (yet); differences in OS data (2nd end-point)

• #Q2# Delay CDK4/6i: should all patients receive CDK4/6i as part of 1st line?

– ET monotherapy may be sufficient for a considerable subset of patients…but 
how find it?

• #Q3# Early switch after biological progression: serial monitoring for all?

– Rising ESR1mut associated with early switch benefit & ctDNA clearance at 2 
months such as independent prognostic factor…

• #Q4# Extend CDK4/6i: Most will NOT benefit 
– Awaited results with next-generation ET backbone

– Mechanisms of intrinsic and acquired resistance remains largely unknown



ESMO Open 2023 8DOI: (10.1016/j.esmoop.2023.100882) 

HR status → Subtype switch 

from 1º?

HER2-low

Genomic testing to inform 2nd line 

- ESR1# PIK3CA# sBRCA#

- Liquid biopsy

RIGH-CHOICE trial
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- The target landscape of ADCs is expanding rapidly

- 3RD generation ADCs showed activity across a wide range of target expression

❑ Do we still need to know tumor TARGET EXPRESSION 
levels?

• ASCENT, TROPICS

• DESTINY-Breast 03, 04

ASCO’23 Exciting data DESTINY-PanTumour02
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#1# Datopotamab-deruxtecan results are awaited

#2# Sacituzumab Govitecan is approved irrespective of TROP-2 expression 

#3# ASCO’23

TROPiCS-02 final OS analysis 
confirms the efficacy of SG in 
HR+/HER2- MBC
✓ unselected for TROP-2 

expression

TROP-2 ADCs

Insufficient data to recommend 
routine testing for TROP-2

Henry NL, Somerfield MR, Dayao Z, et al. Biomarkers for Systemic Therapy in Metastatic Breast Cancer: ASCO Guideline 
Update. J Clin Oncol. 2022;40(27):3205-3221. doi:10.1200/JCO.22.01063
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So, does TROP-2 expression matter ?

ASCENT trial
Numerically (NS) higher efficacy
outcomes (mPFS, ORR) in high and
medium TROP-2 expression subgroups

Clinical data



Slide credit: clinicaloptions.com

So, does TROP-2 expression matter ?

In vitro cytotoxic studies

Clinical data

Enhanced ability to internalize
the ADC when more antigen is
present

Undetectable TROP2 RNA and absence
of TROP2 (IHC) have been associated
to de novo resistance to SG

http://www.clinicaloptions.com/
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3RD generation ADCs showed activity across a wide range of target expression

❑ Do we still need to know tumor TARGET EXPRESSION 
levels?

❑ Surface protein expression is not enough
Over time 

Across metastases sites (spatial heterogeneity)
Across tumor cell membrane and internal compartments (internalization)

HER2 TROP-2 HER3YES Preferable.. Still unclear

Targets “move” !!!!

Then WHEN and HOW to assess TARGET EXPRESSION to 
maximize ADCs EFFICACY?



Assessment of HER2-expression 

Clinical data

HIGH
LOW

NEGATIVE

In vitro

DESTINY-Breast04: OS
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Maximizing the 
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Capecitabine
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Slide credit: clinicaloptions.com

Maximizing the 
Benefits of 

Capecitabine

http://www.clinicaloptions.com/


Muchas gracias
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