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Not all those who wander are lost
Our travel itinerary 

No news is good news

Updated OS data

One does not simply walk into Mordor

New biomarkers for an old question

A Brave new world

Wh   ?



No news is a good news



Updated Overall Survival - median 56.3 months
The MONALEESA-3 trial

Slamon DJ, Neven P, Chia SKL, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1001



Updated Overall Survival - median 73.3 months
The PALOMA3 trial

Cristofanilli M, Rugo HS, Im S-A, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1000



Prognosis according to previous chemotherapy
The PALOMA3 updated Overall Survival

Cristofanilli M, Rugo HS, Im S-A, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1000



Subgroup analysis
Prognosis according to previous chemotherapy

Cristofanilli M, Rugo HS, Im S-A, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1000



Impact of ESR1 and PIK3CA status on OS
ET and ctDNA Biomarkers

Cristofanilli M, Rugo HS, Im S-A, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1000

OS benefit regardless of ESR1 and PIK3CA status

The most prevalent ESR1 mutations were D538G, Y537S and E380Q



But are there any really new biomarkers?



PFS by CCND1 and TP53 alteration status
The translational side of MONALEESA-7

Bardia A, Su F, Solovieff N, et al. JCO Precis Oncol, 2021; doi:10.1200/po.20.00445



PFS by RTK and Chr8p11.23 alteration status
The translational side of MONALEESA-7

Bardia A, Su F, Solovieff N, et al. JCO Precis Oncol, 2021; doi:10.1200/po.20.00445



PFS by genetic subgroup
The translational side of MONALEESA-7

Bardia A, Su F, Solovieff N, et al. JCO Precis Oncol, 2021; doi:10.1200/po.20.00445



Classification based on oncogenic pathways can be promising 
ET resistance: One does not simply walk into Mordor

Gerratana L, Davis AA, Velimirovic M, et al. ASCO 2021 Poster Presentation 10.1200/JCO.2021.39.15_suppl.1033



But ESR1 codon variants have a differential biologic impact 
ET resistance: One does not simply walk into Mordor

Gerratana L, Davis AA, Velimirovic M, et al. ASCO 2021 Poster Presentation 10.1200/JCO.2021.39.15_suppl.1033

Odds Ratio 95% CI P value

ESR1 Y537

bone 10.91 1.38 86.40 0.024

liver 2.04 0.69 6.00 0.196

ESR1 D538

bone 3.72 0.78 17.62 0.098

liver 3.77 1.11 12.76 0.033

lung 2.68 0.89 8.07 0.079

ESR1 L536

liver 3.99 0.99 16.06 0.051

soft tissue 5.55 1.56 19.83 0.008

bone 6.35 0.76 52.94 0.087



Not just mutations: transcriptomics biomarkers



Predictive Value of Intrinsic Subtype on PFS by Treatment Arm
Intrinsic Subtypes and Ribociclib

Prat A, Chaudhury A, Solovieff N, et al. J Clin Oncol, 2021; doi:10.1200/jco.20.02977



PFS and ORR based on intrinsic subtype 
Intrinsic Subtypes and Ribociclib

Adapted from: Prat A, Chaudhury A, Solovieff N, et al. J Clin Oncol, 2021; doi:10.1200/jco.20.02977



What comes next?



Impact of Ribociclib on PFS2
What comes next?

Slamon DJ, Neven P, Chia SKL, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1001



An exploratory analysis of the BYLieve study
Could the lack of benefit from CDK4/6i influence other ETs? 

Chia SKL, Ruiz-Borrego M, Drullinsky P, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1060



Neratinib +/- Fulvestrant: part II of the MutHER
ERBB2, an intriguing plot twist?

Ma CX, Luo J, Freedman RA, et al. In: Cancer Research. ; 2021:CT026-CT026. doi:10.1158/1538-7445.AM2021-CT026

Cohort FUL treated FUL naïve ER-

Best Response n = 21 n = 10 n = 4

CR 1 0 0

PR 4 3 1

SD (≥ 24 wks) 3 0 0

SD (< 24 wks) 10 3 0

PD 3 4 3

CBR 8 of 20*, 40% (19~64%) 3 of 10, 30% (7~65%) 1 of 4, 25% (0.6~81%)

mPFS 24 (16~31) wks, (n = 24) 20 (8~NA) wks, (n = 11) 8.5 (8~NA) wks, (n = 5)



Oral SERDs: the new gang in town



Elacestrant phase I trial
Oral SERDs: the new gang in town

Patel H, Tao N, Arlt H, et al. Cancer Res, 2019; doi:10.1158/1538-7445.SABCS18-P6-20-08



Giredestrant phase I trial
Oral SERDs: the new gang in town

Jhaveri KL, Boni V, Sohn J, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1017



Amcenestrant plus Palbociclib: AMEERA-1
Oral SERDs: the new gang in town

Chandarlapaty S, Linden HM, Neven P, et al. J Clin Oncol, 2021; doi:10.1200/JCO.2021.39.15_suppl.1058

ORR was 34.3%, and the CBR was 74.3%; tumor shrinkage in 80% of patients



The Phase III trial EMERALD
Oral SERDs: the new gang in town

Bardia A, Aftimos PG, Jiang H, et al. J Clin Oncol, 2019; doi:10.1200/JCO.2019.37.15_suppl.TPS1104

EMERALD
Randomized, open-label phase 3 trial for post-menopausal women or men with mBC.

Stratification factors include ESR1 mutation status (detected by ctDNA) and prior fulvestrant treatment

The primary endpoints are PFS by IRC, secondary endpoints include: OS, ORR and CBR



Dawn of a new beginning in middle-earth
Wrapping up

The CDK4/6i revolution has stably reshaped our clinical practice
Data on overall survival are gradually adding up confirming the crucial role of CDK4/6i 
The benefit is equally distributed across all clinically relevant subgroups and established biomarkers

1

A brave new world is emerging and new strategies need to be designed in advance
New drugs are being developed and will disrupt the current workflow, both in early and in late stage 
Sequencing strategies will become more and more crucial (e.g. beyond PD, combos)

2

ET resistance is not only a matter of changing targets, but rather a biology shift
ESR1 mutations perturbate the transcriptome resulting in neomorphic proprieties
ESR1 and PIK3CA are promising markers, but many others are coming (e.g. ERBB2, FGFR1, RTK)

3



Thank you

lorenzo.gerratana@uniud.it @LGerratana liquidbio.altervista.org @gerratana
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