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Clinical details

• 38 y.o. patient, married + 1, previously healthy, Ashkenazi Jew, 
no family history of cancer

• Lumpectomy + SLNB for G2 IDC 1.9cm, 0/2 SLN, LVI present

• ER+3 100%, PR+2 50%, Her2-neg, Ki67 20%

• Genetic testing – negative for common BRCA1/2 mutations



Adjuvant systemic treatment

• Young patients (>35 years at diagnosis) with low-risk HR positive disease have 
excellent outcomes with ET alone: the addition of adjuvant chemotherapy should 
not be standard but discussed on an individual basis

• All young women should be referred for specialist counselling/consultation if 
interested in fertility preservation prior to commencement of any therapy

• Commercially available gene expression tests have not been widely studied in young 
women. Less data are available to establish their role in predicting the additional 
benefit of chemotherapy over endocrine therapy alone in HR+ breast cancer in this 
age group

ESO-ESMO 3rd international consensus guidelines for breast cancer in young women (BCY3). Breast. 2017 Oct;35:203-217



What do you advise?

1. No chemotherapy 

2. Genomic test and chemotherapy only if Mammaprint HR / 
Oncotype RS>15

3. Genomic test and chemotherapy only if Mammaprint HR / 
Oncotype RS>20

4. Genomic test and chemotherapy only if Mammaprint HR / 
Oncotype RS>25

38 y.o. G2 T1cN0 ER +3 100% PR +2 50% Her2-neg, LVI+, Ki67 20%





MINDACT results

In the group of patients defined as being 
at low clinical risk, no meaningful 
difference in the 5-year rate of survival 
without distant metastasis between 
patients at high genomic risk who 
received chemotherapy and those who 
did not receive chemotherapy.



Adjuvant endocrine tx in young patients

ABCSG-12 trial:

Gnant M et al. Ann Oncol 2015;26:313–320

Premenopausal women with stage I/II ER-positive and/or PR-positive breast cancer with 
<10 positive LN (only 5% received neo-adjuvant chemotherapy). All 1803 patients 

received goserelin (3.6 mg every 28 days) and were randomized to TAM (20 mg/days) or 
ANA (1 mg/days), both with or without ZOL (4 mg every 6 months) for 3 years.



ABSCG-12

88.4% vs 85.0% 96.7% vs 94.5%



The patients asked to send genomic testing



OncotypeDx RS – 23 
What do you advise now?

1. No chemotherapy 

2. Chemotherapy

38 y.o. G2 T1cN0 ER +3 100% PR +2 50% Her2-neg, LVI+, Ki67 20%















• Exploratory unplanned 
analysis - prospective 
validation of the data 
warranted

• Is it possible that all we 
see is an impact of 
chemotherapy on ovarian 
function?

• Discuss the pros and cons 
of chemotherapy









She decides to take chemo with OFS



Which protocol?

1. AC*4

2. ddAC>T

3. TC*4

38 y.o. G2 T1cN0 ER +3 100% PR +2 50% Her2-neg, LVI+, Ki67 20%









ABC trials







She prefers dd AC>T



Which hormonal treatment?

1. Tamoxifen for 10 years

2. LHRH agonist for 5 years + Tamoxifen for 10 years

3. LHRH agonist + AI for 5 years

4. LHRH agonist + AI + Zoledronic acid for 3 years

38 y.o. G2 T1cN0 ER +3 100% PR +2 50% Her2-neg, LVI+, Ki67 20%









Regan M et al. Journal of Clinical Oncology 2016 34:19, 2221-2231 



Fig 2. Kaplan-Meier estimates of breast cancer–free interval (BCFI) in the overall 

hormone receptor–positive, human epidermal growth factor receptor 2–negative 

analysis population according to patient and tumor characteristics. (A) Age at 

random assignment, (B) nodal status, (C) tumor size, (D) estrogen receptor 

expression, (E) progesterone expression, (F) tumor grade, and (G) Ki-67 

expression.









ASTRRA study



We’ll be discussing the treatment during 
radiotherapy



Adjuvant endocrine treatment

ESO-ESMO 3rd international consensus guidelines for breast cancer in young women (BCY3). Breast. 2017 Oct;35:203-217

• The role of extended endocrine therapy in pre-menopausal women, beyond 5 years of OFS 
and tamoxifen or an AI, is unknown

• Adjuvant bisphosphonates may be considered for young women receiving ovarian 
suppression, emphasizing that there are limited data and that there are concerns about how 
this strategy may affect growth and development of future progeny in women who are 
interested in future fertility

• Younger age is associated with lower adherence and persistence to adjuvant ET

• Depression has been repeatedly found to be a predictor of adherence in women with breast 
cancer. Approximately 50% of women in the SOFT/TEXT studies reported depression

• Desire for future fertility has been demonstrated to be associated with non-initiation or delays 
in initiation of endocrine therapy



Thank you!


