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• ER+ breast cancer has a prolonged and persistent hazard of recurrence

Rationale for Adjuvant CDK4/6 Inhibitors

IBCSG Trials I to V

Hazard of recurrence by nodal status

IBCSG Trials I to V

Hazard of Recurrence by BC Subtypes

Colleoni et al, JCO 2016
Metzger et al, JCO 2013



Studies Evaluating Adjuvant CDK4/6 inhibitors

PALLAS (N=5760)
Palbociclib

PENELOPE
B  (N=1250)

Palbociclib

monarchE (N=5637)
Abemaciclib

NATALEE (N=5101)
Ribociclib

Population 
median
age

Pre/postmen, men 

52 yr

Pre/postmen
49 yr

Pre/postmeno, men 
51 yr

Pre/postmeno, men

Stage
IIA / IIB / III 18% / 33% / 49%

(No pCR after NACT; 
CPS-EG≥3; or 2 & 

ypN+)
12% / 14% / 74%

IIA, IIB, III
(limited ~40% II)

Primary 
endpoint met

No No Yes Yes

Mayer et al 2021; Loibl et al 2021, Johnston et al 2022, Slamon D et al ASCO 2023



MonarchE and NATALEE Study Population

MonarchE: Abemaciclib x 2 yr NATALEE: Ribociclib x 3 yr
R
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Abemaciclib 150 mg po BID

AI or tamoxifen +/- OFS

AI or tamoxifen +/- OFS

R
a

n
d

o
m

iz
a

ti
o

n

Ribociclib 400 mg po QD 21 days on/ 

7 days off

NSAI +/- OFS

NSAI +/- OFS

Node-positive  N2

N1 and T3, Grade 3, or Ki-67 > 20%

N2  

N1

~30% pts early-stage tumors eligible for NATALEE and not MonarchE

Johnston S et al ESMO 2023; Slamon D et al ASCO 2023

N0 and Grade 3

N0 and Grade 2 and Ki-67 > 20% or high genomic score



monarchE Study Design (NCT03155997)

Johnston et al, JCO2022, Harbeck et al. ESMO 2023



Median follow-up time is 4.5 years (54 months)

monarchE 5-yr Results

2-year abemaciclib treatment
period

Number of IDFS events
Abemaciclib + ET ET Alone

407 585

HR (95% CI): 0.680 (0.599,

Nominal p <0.001

Abemaciclib + ET

ET alone

32% reduction in the risk of developing an IDFS event.

Harbeck et al. ESMO 2023

6.6 %



Ki-67 is Prognostic but Not Predictive of Abemaciclib Benefit

Cohort 1*
C1 Ki-67 High C1 Ki-67 Low

Abemaciclib

+ ET 

N=10

17

ET

alone 

N=98

6

Abemaciclib

+ ET 

N=94

6

ET

alone 

N=968

IDFS

Number

of 

events, n

147 224 91 141

HR (95% CI) 0.618 (0.501, 0.762) 0.624 (0.478, 0.814)

DRFS

Number

of 

events, n

126 193 74 119

HR (95% CI) 0.612 (0.488, 0.767) 0.613 (0.458, 0.821)

OS (Immature)

Number

of 

events, n

68 88 39 50

HR (95% CI) 0.733 (0.533, 1.007) 0.772 (0.506, 1.175)

*Ki-67 value was missing in 1203 (23.5%) patients

Within Cohort 1, similar abemaciclib treatment effects were observed regardless of Ki-67 index

Johnston et al, JCO2022



Kaplan-Meier survival curves of (A) IDFS, 

(B) DRFS, and (C) OS in the intent-to-treat
population. 

Rastogi et al J Clin Oncol 2024

The addition of abemaciclib continued to be 

associated with improved IDFS, and DRFS 

over longer follow-up



monarchE: Abemaciclib Discontinuation Rate

Rugo HS et al Ann Oncology 2022 

Month of treatment

Highest rates of d/c of tx were early

5.3% d/c’d due to diarrhea

DO NOT POST DO NOT POSTSan Antonio Breast Cancer Symposium®  |   @SABCSSanAntonio



NATALEE iDFS by anatomic stage

Slamon et al NEJM  21 March 2024



monarchE and NATALEE: IDFS Rate
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Johnston S et al Lancet Oncology 2023; Johnston S et al ESMO 2023; Slamon D et al ASCO 2023

Abema No Abema
Distant Relapse Free Survival 5-year rate: Δ 6.7%

Ribo No Ribo

Distant Disease Free Survival 3-year rate: Δ 2.2%

monarchE (n=5607) 

5-year IDFS Rate

Δ 7.6% (HR: 0.68, 0.60-0.77, p<0.001)

NATALEE (n=5101)

3-year IDFS Rate

Δ 3.3% (HR: 0.75, 0.62-0.91, p=0.0014)



Hortobagy et al 2024 SABCS 2013

NATALEE OS

Slamon et al NEJM  21 March 2024



• Consistent treatment benefits with CDK4/6 inhibitors across patient subsets

• MonarchE: substantial and persistent benefit with adjuvant abemaciclib

• Natalee: encouraging results with adjuvant ribociclib, but notable differences
in the absolute benefit for stage II vs. III

Long-term follow-up will be essential to understanding the
magnitude of treatment benefits and survival outcomes

Will we be able to identify a predictive biomarker?

Or will we see a similar story when compared to adjuvant hormonal
therapy?

What have we learned from MonarchE and NATALEE?
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MIG1 – GIM2-GIM3-GIM4

EClinicalMedicine 2023



Patients with primary endocrine resistance were relatively younger, 
had more often node positive disease and grade 3 tumour, and 

developed more frequently visceral relapses and specifically liver
metastases

Primary endocrine resistance was associated with the worst prognosis

The distinctive time-dependent and site- specific recurrence patterns 
needs to be considered in the survivorship trajectory of these patients. 

Considering its prognostic and clinical impact, the currently adopted
endocrine resistance/sensitivity classification may be considered a 

valid tool to guide clinical decision-making and to design future 
endocrine therapy trials in the metastatic setting 



Conte et al, Clin Cancer Res 2023

single-nucleotide 

polymorphisms (SNP) in the 

aromatase gene might affect

aromatase inhibitors

metabolism and efficacy



Cancers 2022

The IRIDE (hIGh Risk DEfinition in 

breast cancer) working group 

A RAND consensus method was used to 

define the relevance of each risk factor. 

Among the 21 features included, 12 were

considered relevant risk factors for relapse. 



Concepts and Thoughts
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CAMBRIA-1 Study Design

26 March 2024

Arm A
Continue standard ET 
(AI or TAM +/- OFS*) 

Arm B
Camizestrant 150 mg/daily 

(+/- OFS*)

Primary Endpoint

IBCFS (STEEP)

Secondary Endpoints

IDFS, DRFS, OS

1:1

Standard ET x 2-5y 
(AI or TAM +/- OFS*) +/-

CDK4/6 inhibitor x 2 y

Key Inclusion Criteria

• ER+ (>10%), HER2- Early BC

• Agnostic to PgR status

• Intermediate or high risk of recurrence 
(specified in protocol, determined 
automatically)

• Completed definitive surgery

• Completed 2 to 5y of adjuvant ET +/-
CDK4/6 inhibitor 

• Free of invasive disease

• Planning 5 further years of adjuvant ET

• ECOG PS 0-1

* Pre-menopausal women and men will receive ovarian function suppression (OFS) 

mandatory in Camizestrant arm, per local guideline in control arm

Stratification Factors

• Risk Higha Intermediateb

• Duration of prior adjuvant ET 24 to <42 mo ≥ 42 to 63 mo

• Menopausal status Pre, Peri, Men Post

• Prior ET Tamoxifen AI

• Prior adjuvant CDK4/6i Yes No

aHigh-Risk = T4, T3 N+, > 4+ LN, T1c-T2, 1 LN+ with G3 or Ki67 >= 20%, or high-

risk gen sig, T1a-T2, 2-3 LN+ with G3 or Ki67 >=20% or high-risk gen sig

bIntermediate-Risk = T3N0, T1c-T2 N0 with G3 or Ki67 >= 20%, or high-risk gen 

sig or prior chemotherapy, T1a-T2, 2-3 LN+ without G3, Ki67 >=20%, or high-risk 
gen sig

Based on Clinical Study Protocol v2.0 dated 14-Dec-2022

24

The study also requires at least 430 patients to have received a prior 

adjuvant CDK4/6 inhibitor. In addition, 645 patients will be recruited from 
China.



CAMBRIA-2 
phase III, open-label, randomised study to assess the efficacy and safety of camizestrant
(AZD9833, a next generation, oral selective estrogen receptor degrader) vs standard 
endocrine therapy (aromatase inhibitor or tamoxifen) as adjuvant treatment for patients
with ER+/HER2- early breast cancer and an intermediate-high or high risk of recurrence
who have completed definitive locoregional treatment and have no evidence of disease

Camizestrant (+/- Abemaciclib) AI/TAM

R



WIDER STUDY



Thoughtful judgment

• Clinical decisions

• Data generation

• Patient preferences

Factors influencing risk 

Comorbidities (e.g., obesity) 

Physical exercise

Risk stratification

• Genomic tools

• Prognostic

• Need for predictive biomarkers

When chemo is considered

• DD AC-T for high-risk

• Less intense regimens

CDK4/6 inhibitors

• Benefit consistent across subsets

• Risk stratification will be key

Risk Factors in early Dicision & the «NEW» 
Concept of Clinical Risk Factors



Thank you for your attention


