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CDK4/6i in metastatic setting: transformative
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CDK4/6 inhibitors in high-risk HR+/HER2- EBC
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CDK4/6i not an homogenous class of compounds

Different kinases targeted and potency of inhibition 

Hafner M Cell Chemical Biology 2019

Administration modality

Continuous

vs 

Intermittent

Abemaciclib
Palbociclib

≠ Ribociclib
≠



Patient’s related factors:
Age, menopausal status, 

comorbidities...

The decision-making process for ER+/HER2- EBC

Risk / Treatment Benefit

Prognostic factors:
Tumor size, Nodal status, 

Grade, LVI, HR, HER2, Ki67,
Multi gene assays

Predictive factors:
ER, HER2, Multi-gene assays



Bartlett et al. JNCI 2016

Risk, benefit and absolute benefit

Absolute
benefit

Risk Benefit



Patient’s related factors:
Age, menopausal status, 

comorbidities...

The decision-making process for ER+/HER2- EBC

Very LOW RISK
De-escalation
• NO chemotherapy
• Duration 5 years ET
• TAM alone in 

premenopausal
• NO CDK4/6i

Very HIGH RISK
Escalation
• Sequential CT (+/-dd)
• Extended ET
• EXE + a-LHRH in 

premenopausal
• CDK4/6i + ET

Risk / Treatment Benefit

Prognostic factors:
Tumor size, Nodal status, 

Grade, LVI, HR, HER2, Ki67,
Multi gene assays

Predictive factors:
ER, HER2, Multi-gene assays

Intermediate RISK
Tailored approach
• De-escalated CT
• Duration 5 vs 7/8
• TAM + aLH-RH in 

premenopausal
• +/- CDK4/6i



Unique therapeutic landscape
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It is easier



monarchE Study Design (NCT03155997)

Nadia Harbeck, MD

ESMO, Madrid, Spain. 20 October 2023

Truely high risk



Potential misleading interpretation IDFS benefit

Number of IDFS events

ET AloneAbemaciclib + ET

553382

HR (95% CI): 0.670 (0.588, 0.764)

Nominal p <0.001

Abemaciclib + ET

ET alone

2 -year abemaciclib treatment 

period

Harbeck N ESMO 2023

+1.3% +1.5%

Δ 5.1%?
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Increasing IDFS benefit

Number of IDFS events

ET AloneAbemaciclib + ET

553382

HR (95% CI): 0.670 (0.588, 0.764)

Nominal p <0.001

Abemaciclib + ET

ET alone

2 -year abemaciclib treatment 

period

Harbeck N ESMO 2023

+1.9% +1.3% +1.5%

Δ 7.9%?

Which is the true 
absolute benefit?



CDK4/6i in node negative: misleading interpretation

Freedman RA JCO May 2024

Caveat: 

before ESMO 2024



Half patients with Metastatic Disease with abemaciclib

1 2

Harbeck N ESMO 2023

OS?



Efficacy Outcomes by Ki-67 Index in Cohort 1

Harbeck N ESMO 2023

These compounds
(will) improve OS





Temporal trends in stage at diagnosis



Temporal trends in stage contribution to 
annual breast cancer–specific death



Conclusions: Patients with stage I and II breast… 
account for more than 60% of current breast 
cancer–specific death. To further reduce breast 
cancer death, strategies are needed to identify 
and treat patients with stage I and II disease 
who remain at risk for recurrence. 



Patient’s related factors:
Age, menopausal status, 

comorbidities...

The decision-making process for ER+/HER2- EBC
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The tremendous progress in breast cancer is 
due to “incrementalism” 

Incrementalism
A believing that huge advancement 
can be also achieved 
with subsequent change by degrees
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