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Adjuvant endocrine therapy

• Cornerstone of the treatment of patients with HR+ breast cancer



Lee Cheng et al. Cancer Epidemiol Biomarkers Prev 2012;21:800-809

Long term risk of recurrence



THE LONGER, THE BETTER?



Tamoxifen
Tam/AI
AI

Burnstein, J Clin Oncol 2018



Extended Endocrine Trials-Tamoxifen

Extended 
Endocrine 

Trials

Meno-
pausal
Status Treatment

Trial 
Size

Median 
follow-

up
Risk of Recurrence

(Extended vs Not Extended)

ATLAS Pre- and
Post

Tamoxifen 
(5y) vs no 
treatment

6,846 10+ y 21.4% vs 25.1%
△ 3.7%

aTTom Pre- and 
Post

Tamoxifen 
(5y) vs no 
treatment

6,953 8.6 y 28.0% vs 32.9%
△ 4.9%

Davies C et al., Lancet. 2013 ;381(9869):805-16.
Gray et al., J Clin Oncol 31, 2013 (suppl; abstr 5).



MA.17R Trial Design

Letrozole 2.5 mg qd
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Placebo

4.5-6 yrs of 
Aromatase Inhibitor Letrozole 2.5 mg qd

5 yrs

ASCO 2016, Presented by: P.E. Goss

Any duration of prior 
Tamoxifen

• ER+ and/or  PR+ breast cancer
• Postmenopausal and disease-free
• Completed 4.5-6 years of adjuvant AI 
• Any time of prior TAM
• Minimum life expectancy ≥5 years (no 

exclusion for age alone)

Oct 2004 - May 2009

• STRATIFICATION FACTORS
1. Lymph node status at diagnosis 
2. Prior adjuvant chemotherapy
3. Interval between the last dose of AI and randomization 
4. Duration of prior tamoxifen (0; >0 to <2; 2 to 4.5; >4.5)

N=1928

54% N+
58% Adjuvant 
chemotherapy



MA.17R –DFS (med F/U of 6.3 yrs)

Letrozole

Placebo

5-year DFS:
95% LET vs. 91% PLAC
HR for DFS: 0.79, P = 0.05 

Goss et al, NEJM, 2016

Letrozole

Placebo

5-year OS:
93% LET vs. 94% PLAC

HR OS: 0.97, P = n.s.



MA.17R - Contralateral Breast Cancer 

ASCO 2016, Presented by: P.E. Goss

HR CBC: 0.42 
P = 0.007
58% Reduction in CBC 



NSABP B-42: Schema

Letrozole X 5 yrs Placebo X 5 yrs

• Postmenopausal Pts with ER+ or PR+ Breast Cancer
• Stage I, II, or IIIa invasive BC at diagnosis
• Disease-free After 5 Years of Endocrine Therapy

Stratification:
Pathological nodal status (Negative, Positive)

Prior adjuvant TAM (Yes, No)
Lowest BMD T score: spine, hip, femur (>-2.0, ≤ -2.0 SD)

AI X 5 yrs or

R

 AI to Complete 5 yrs   TAM X < 3 yrs



NSABP B-42: Disease-Free Survival

*P-value did not reach statistical significance level of 0.0418



San Antonio Breast Cancer Symposium Dec. 10-14, 2019

# Events

Analysis P L HR (95% CI) P-value

7-yr 339 292 0.85 (0.73-
0.999)

0.048*

10-yr 479 411 0.84 (0.74-0.96) 0.011

Patients excluded: 43 (no follow-up, or not at risk for DFS), 20 (no clinical follow-up assessment)

72.1%

76.1
%

10-year Disease-Free Survival

Years after Random Assignment

76.1%



San Antonio Breast Cancer Symposium Dec. 10-14, 2019

# Events

Analysis P L HR (95% CI) P-
value

7-yr 102 73 0.72 (0.53-0.97) 0.03

10-yr 133 96 0.71 (0.55-0.93) 0.04

Patients excluded: 43 (no follow-up, or not at risk for DFS), 20 (no clinical follow-up 
assessment)

7.5%

10-year Distant Recurrence

5.7%



San Antonio Breast Cancer Symposium Dec. 10-14, 2019

DFS First Events by Treatment

Placebo (n=1953) Letrozole (n=1950)
First Event # % # %

Distant Recurrence 111 5.7 81 4.2

Local Recurrence 43 2.2 45 2.3

Second Primary Cancer 230 11.8 183 9.4

Breast 81 4.1 52 2.7

Non-Breast 149 7.6 131 6.7

Death 95 4.9 102 5.2

Total First Event 479 24.5 411 21.1





Median age: 60



THE MORE, THE BETTER?
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Tamoxifen+OFS x 5y

Exemestane+OFS x 5y
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Tamoxifen x 5y

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

Tamoxifen+OFS x 5y

Exemestane+OFS x 5y

Joint Analysis
(N=4690)

• Premenopausal
• ≤12 wk after surgery
• No chemo 
OR

• Remain premenopausal  
≤ 8 mo after chemo 

• Premenopausal 
• ≤12 wk after surgery
• ± Planned chemo

SUPPRESSION OF OVARIAN FUNCTION TRIAL (N=3066)

Median follow-up 5.7yr

TEXT

TAMOXIFEN AND EXEMESTANE TRIAL
(N=2672)



Combined analysis:
Exemestane+OFS Improved DFS

8 years median follow-up: 4% improvement in iDFS
Fracis el at NEJM 2018



Difference at 8 years= 7.0% iDFS

Fracis el at NEJM 2018

SOFT updated results



Results- SOFT: No chemotherapy 

Francis el at NEJM 2018



Results- SOFT: Chemotherapy

The bottom line, among high-risk patients:  4.3 % improvement with 
Tam+OS and 9.0 % absolute improvement with OS+Exemestane

Francis el at NEJM 2018



Selected Adverse Events SOFT/TEXT

Francis et al NEJM 2018





ADDING NEW MOLECULES? 



















35BMO Journal Club



36BMO Journal Club



37BMO Journal Club



38BMO Journal Club



MonarchE PALLAS

Treatment Abemaciclib Palbociclib
Duration of Treatment 2 years 2 years
Total # Patients 5591 5760
Discontinuation rate 18.8% 42.2%
N0 patients 14 750

Stage IIA 676 1013

MonarchE vs PALLAS



Adjuvant/ Neoadjuvant
Chemotherapy

Surgery 
Radiation Therapy

Registration
Randomization

Everolimus for 1 year + 
Appropriate endocrine 
therapy for 5 years

Placebo for 1 year + 
Appropriate endocrine 
therapy for 5 years

S1207: Phase III randomized, placebo-controlled 
trial adding 1 year of everolimus to adjuvant 
endocrine therapy for patients with high-risk, HR+, 
HER2- BC

PI: Mariana Chavez-MacGregor, MD



HR-positive and HER2-negative breast 
cancer

Recurrence Score >25 
or Mammaprint high

Surgery: Number of positive nodes?

1-3 positive

>4 positive

Adjuvant Chemotherapy

RANDOMIZATION
Stratification factors: 
• Node negative
• 1-3 positive nodes 
• >4 positive nodes Adjuvant
• >1 posotive nodes Neoadjuvant

Everolimus for 1 year 
+

endocrine therapy

Placebo for 1 year
+

endocrine therapy

Neoadjuvant chemotherapy

Node-negative and 
tumor >2cm

Radiation therapy if indicated

>1 positive lymph nodes
Recurrence Score >25 or 

Mammaprint high or 
grade III

Residual disease? 

N=1900



Stratification:
• Endocrine therapy 

(Tamoxifen 
vs AIs)

• Adjuvant chemo 

Pre and 
postmenopausal 
women with HR+

HER2– breast cancer 
(≥ 4+ nodes
Or N+ post-

neoadjuvant)

Relapse-free after 2-
3 yrs of adjuvant 

endocrine therapy

Primary 
endpoint: 
DFS at 2 yr

Secondary 
endpoints: 

OS, biomarkers, 
safety

Everolimus 10 mg/d 
for 2 yrs + AI or 

Tamoxifen

Placebo for 2 yrs 
+ AI or Tamoxifen

Phase 3 study; N = 2010
Sponsor: UNICANCER
Funding: French NCI
PI: Fabrice Andre

UNIRAD trial



Balancing act: Risks and Benefits

2-4%
gain

risk of fractures, 
TEE, Endometrial 

Ca, QoL

Predicted benefit versus side 
effects

Decrease in risk of recurrence counterbalanced by
treatment-associated risks?  
No OS benefit



• Endocrine therapy adherence and persistence are poor
• Discontinuation ranges from 31-73% during the first 5 years

Side effects are the primary reason for treatment discontinuation

Partridge, A. H. et al. J Clin Oncol; 21:602-606 2003
Murphy CC, et al Breast Can Res Treat. 2012;134:459-4
Sheppard VB, et al J Clin Oncol. 2014 

Fontein DBY. EJSO. 2012;38:110-117
Friese CR et al. Breast Can Res Treat 2013; 138(3):931-39
Hershman et al. Breast Cancer Res Treat. 2011; 126(2): 529-537
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Adherence and Persistence with Endocrine 
Therapy is a Significant Challenge



Adherence rates in extended AI clinical trials

Trial Adherence Rate (%)

MA.17R 62.5
NSABP-42 62.5
DATA NR
IDEAL 57.5
ABCSG-16 59.4

Highly motivated patients that actually had already tolerated AIs



Take home points
• Endocrine therapy improves BC outcomes
• Significant risk of recurrence 

– High risk groups
– Late recurrence

• Optimization/improvement
– Improve adherence/ Management of side effects

• Premenopausal patients
– Tamoxifen 10 years
– Ovarian ablation + AI in selected groups of patients

• Postmenopausal patients
– Extended endocrine therapy in high-risk patients

• Molecular assays may be helpful/ Predictive biomarkers
• Incorporate new drugs/Algorithms will change

• In the absence of a survival advantage this decision should be selective rather than for all.
– Shared-decision making process



Thank you


