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• DR increases steadily throughout 20year period

• >50% of recurrences occur after the first 5 years of 
treatment with ET

N Engl J Med 2017;377:1836-46



Long-term recurrence risk after 5 years of ET

• Tumor diameter and Nodal Status were strong determinants of recurrence
• Ki67 and Tumor garde were predictors of recurrence during the first 5 years

N Engl J Med 2017;377:1836-46



TAM-TAM or TAM-AI

Benefit of extending ET with improvement in OS and IDFS across all ages 
(pre/postmenopausal)

1. ATTOM Journal of Clinical Oncology 2013 31:18_suppl, 5-5;  2. ATLAS Lancet 2013; 381: 805–16; 3. MA17 Breast Cancer Res Treat (2007) 105:45–53



TAM-TAM or TAM-AI

● Benefit of extended therapy with 
Tam was noted after 9y of 
therapy vs impact of AI years5-9

● Pre-menopausal patients gain 
higher benefit when switch to AI

● Node positive had higher benefit 

The Breast 22 (2013) S171eS175



TAM/AI - AI

Longer breast cancer free interval (time to recurrence or contralateral breast cancer) 
independent of nodal status, prior exposure to chemotherapy and duration of prior 
therapy with Tamoxifen

20% AI alone

34%RR

16% RR

120

1. NSABP B42 Lancet Oncol 20:88-99, 2019; 2. MA 17R N Engl J Med 2016; 375:209-219

https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(18)30621-1/fulltext


Optimal duration of AI

Optimal duration of Extended ET with AI in postmenopausal women is on average 3y 

Absolute Benefit 
in DFS seen in 
high risk 
population (N+, 
T>2)

1. IDEAL J Natl Cancer Inst. 2018 Jan 1;110(1).; 2. ABCSG 16/SALSA N Engl J Med 2021; 385:395-405; 3. DATA Lancet Oncol. 2017 Nov;18(11):e642;; 4. GIM 4 Journal of Clinical Oncology 2019 37:15_suppl, 504-504



How to approach Extended ET



Predictive vs Prognostic Tools

Can we optimize the selection of patients that will benefit 
from ET with prognostic or predictive Tools?



- The clinical Treatment Score post 5 years (CTS5) is an algorithm incorporating four 
clinicopathologic variables (nodes, age, tumor size and grade) which has been shown to be prognostic 
for late DR 
- Initial validation using the combined patient cohorts of the ATAC and BIG-1-98 trial
- Validation of CTS5 in patient of the TEAM and the IDEAL trial.-

-Overestimates the risk of later DR in High Risk patients
-Did not predict the benefit of Extended ET

Dowsett M, J Clin Oncol. 2018;36(19):1941–1948; Noordhoek, I J Clin Oncol. 2020;38(28),3273-3281



Barlett JMS, Ann Oncol. 2019;30:1776-83; Mamounas EP, J Clin Oncol. 2021; 39(15-suppl):501; BCI Clin Cancer Res (2021) 27 (1): 311–319



Predictive performance of breast cancer index (BCI) and clinical 
treatment score post-5 years (CTS5) in the IDEAL study

ASCO 2022 (28-04-2022) https://meetings.asco.org/abstracts-presentations/211140

https://meetings.asco.org/abstracts-presentations/211140






Slide credit: clinicaloptions.com

MonarchE: Adjuvant Abemaciclib + ET in High-Risk, Node-
Positive, HR+/HER2- EBC

§ International, randomized, open-label phase III trial

§ Primary endpoint: iDFS

‒ Planned for after ~390 iDFS events (~85% power, assumed iDFS hazard ratio of 0.73, 
cumulative 2-sided α = 0.05)

‒ Current primary outcome efficacy analysis occurred after 395 iDFS events in ITT population

§ Key secondary endpoints: iDFS in Ki-67 high (≥20%) population, distant RFS, OS, safety, PRO, PK
Johnston. JCO. 2020;38:3987. Harbeck. Ann Oncol. 2021;32:1571. O’Shaughnessy. SABCS 2020. Abstr GS1-01. 

Women or men with high-risk, 
node-positive, HR+/HER2- EBC; 

prior (neo)adjuvant CT permitted; 
pre- or postmenopausal;

no distant metastasis;
≤16 mo from surgery to 

randomization; ≤12 wk of ET 
after last non-ET

(N = 5637)

Abemaciclib 150 mg BID up to 2 yr +
ET per standard of care of physician’s choice 

for 5-10 yr as clinically indicated
(n = 2808)

ET per standard of care of physician’s choice 
for 5-10 yr as clinically indicated

(n = 2829)

Cohort 1
≥4 positive ALN or 1-3 positive 

ALN plus histologic grade 3 
and/or tumor ≥5 cm

Cohort 2
1-3 positive ALN, Ki-67 ≥20% 

per central testing, not 
grade 3, tumor size <5 cm

ITT Population (Cohorts 1 + 2)
Stratified by prior CT, 
menopausal status, region

http://www.clinicaloptions.com/


Slide credit: clinicaloptions.com

MonarchE: IDFS in ITT Ki-67 High (≥20%) Population

§ 33.7% reduction in risk of iDFS event
§ Absolute difference in iDFS at 3 years: 6.0%

O’Shaughnessy. ESMO 2021. Abstract VP8-2021. Harbeck. Ann Oncol. 2021;32:1571.
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2-year rate: 87.9%

2-year rate: 91.9%

§ 44.3% of all randomized patients had tumors with high Ki-67 index

http://www.clinicaloptions.com/


Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/


Take Home Message

● Extended ET should be offered for patients with higher risk of 
recurrence

– 7-8y of  adjuvant ET for patients at intermediate risk of recurrence

– 10y of adjuvant ET should be consider on patients that meet High 
Risk Criteria

● BCI is a predictive and prognostic tool that may guide decisions on 
Extended ET

● Treatment duration should be informed by patient comorbidities and 
QOL


