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AI + CDK4/6I

CHEMIO

.PIK3CA wt. .PIK3CA mut.
fulvestrant + capivasertib
fulvestrant ± everolimus

fulvestrant + capivasertib
fulvestrant + alpelisib

fulvestrant ± everolimus

.ESR1/BRCA wt. .ESR1/BRCA mut..ESR1mut. .BRCA mut.

.HER2 low. .HER2 0.

everolimus + exemestane elacestrant talazoparib
everolimus + exemestane

elacestrant
talazoparib

capecitabine
taxane

T-deruxtecan Sacituzumab

recidiva <12 mesi adj

From Garruti



Are new HT based therapies (SERD, 

pi3K, Akt, PARPi, cdk4/6) GOOD 

ENOUGH to continue to support target 

therapies in endocrine resistant AND 

endocrine sensitive disease???

Is it time to challenge 
the current treatment 
algorithm?

From Agostinetto
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Improvement in median OS was 12.5 months with ribociclib plus letrozole

Ribociclib achieved statistically significant OS benefit in ML-2

HR, hazard ratio; ML-2, MONALEESA-2; LET, letrozole; OS, overall survival; PBO, placebo; RIB, ribociclib.

RIB + LET PBO + LET

Events/n 181/334 219/334

Median OS, mo 63.9 51.4

HR (95% CI) 0.76 (0.63-0.93)

P value .004

The P value of .004 crossed the prespecified boundary to claim superior efficacy

63.9 mo(5.3 y)

51.4 mo (4.3 y)

Gabriel N. Hortobagyi



Goetz MP, ESMO 2022

OS IA2 for the ITT Population

At this interim analysis, statistical significance was not reached but data are maturing favorably (HR 0.754, 95% CI: 0.584-0.974) and follow up 
continues. The observed difference in median OS was 12.6 months

• IA2 for OS  indicates a positive trend also in the subgroup of pts (~50%) with visceral disease (65.1 vs 48.8 mos)

• Final OS analysis expected in 2023



Finn. ASCO 2022. Abstract LBA1003.c

PALOMA-2: OS data with Addition of Palbociclib to First-Line Letrozole in ER+/HER2- ABC

Was lack of OS benefit with palbociclib in PALOMA -2 due 
to trial related factors or does it represent a true
difference? 

• Inadeguate power to detect an overall survival benefit?
• Missing survival data?
• Inclusion of patients with DFI <12 months?



DESTINY-Breast04

Modi S et al. NEJM 2022

From Garruti



TROPiCS-02

Rugo H et al. ESMO 2022

From Garruti



We HAVE good drugs but need to 

further study the BEST sequence 

based on:

Cost Effectiveness

Predictive Molecular Determinants

Manageable toxicity profile

Paradigm shift

We need new drugs

From Agostinetto



Thank you for your attention!
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