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INTRODUCTION



INTRODUCTION – CLINICAL CONTEXT

Steady decline in BC death rates1

Many young women with breast cancer have an excellent prognosis2

Increasing age of first pregnancy in developed countries3 

Infertility resulting from treatment – major impact on quality of life (QOL), emotional distress 4-6

Trend for longer hormonal therapy (aTTom, ATLAS)7 & established role for Aromatase 

Inhibitors & Ovarian ablation (SOFT/TEXT)8 when clinically indicated- with a major impact on 

QOL

Young women with breast cancer face many unique survivorship issues9

1. De Angelis R et al. Lancet Oncol. 2014
2. Francis P et al , NEJM 2018
3. Ruddy KJ, et al Menopause 2011
4. Gorman JR, et al . Cancer Nurs 2011.
5. Gorman JR, et al  Breast Cancer Res Treat 2010

5. Partridge AH, et  al J Clin Oncol 2004
7. Davies C et al, Lancet 2013
8. Pagani O et al , NEJM 2014 
9. Howard-Anderson et al, JNCI 2012





General recommendations

Young age by itself should not be the reason to prescribe more
aggressive therapy than in other age groups.
Factors influencing choice of treatment should include but not be
limited to the complete biological characteristics of the tumor
(ER/PR, HER-2, proliferation markers (e.g. Ki-67), histological
grade, gene expression), tumor stage, genetic status (if available)
and patient's co-morbidities and preferences.

(LoE: Expert opinion)
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KEY CONSIDERATIONS IN EARLY BREAST CANCER

Special considerations- diagnosis & local therapy

Young women often have greater density of breast tissue, therefore mammography 

less effective and MRI often indicated in young women with a new BC diagnosis 

Young age is a risk factor for local recurrence and for a contralateral breast cancer. 

Thus caution with surgical margins and radiation boost after lumpectomy are important

Mastectomy is not associated with increased survival in young women and should only 

be performed if medically indicated or if it is the patient preference



Early breast cancer loco-regional treatment 

Oncoplastic repair techniques should be discussed with all
patients treated by breast conserving surgery in order to maximize
cosmetic and self image results whenever an obvious
postoperative asymmetry can be anticipated by a dedicated breast
surgical team.
Immediate breast reconstruction after mastectomy offers the same

survival rates as mastectomy without reconstruction and should be

offered to all patients except those with inflammatory breast cancer or

locally advanced disease at presentation with poor response to

primary systemic treatment.

(LoE: Expert opinion)
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Early breast cancer loco-regional treatment 

Indications and schedules of hypo-fractionation are, in principle, 
the same as in other age groups.

(LoE: 1B)
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KEY CONSIDERATIONS IN EARLY BREAST CANCER

Special considerations

Use of commercially available genomic/gene-expression assays for determining use of 

chemotherapy in endocrine-sensitive tumors

Choice of endocrine therapy in endocrine sensitive tumors

Role of platinum agents in the neo-adjuvant setting



14 Adjuvant systemic treatment

A number of factors including patient and tumor characteristics and gene 
expression, should be considered when deciding whether to administer 
adjuvant chemotherapy in young women with HR+ early breast cancer. 
Further research on this subject is needed, in particular  in N+ patients.

Commercially available gene expression tests have not been widely 
studied in young women. 
Increasing data are available in premenopausal women which might 
support their role in predicting the additional benefit of chemotherapy 
over endocrine therapy alone in HR+ early breast cancer in women <40 
years at diagnosis. 

(LoE: Expert opinion)



Sparano, ASCO, 2019

Cardoso, SABCS, 2019



Adjuvant systemic treatment

Accumulating data suggests that a discussion of omitting adjuvant
chemotherapy in very young women (≤35 years at diagnosis) is
appropriate in selected cases with favorable clinical and
pathological features including low-risk gene expression profiles.

(LoE: Expert opinion)
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3 Adjuvant systemic treatment

Commercially available prognostic genomic assays in HR+ early
breast cancer have not been developed to predict which endocrine
therapy is more appropriate according to genomic risk. Therefore,
they should not be used at this time for selecting type or duration
of endocrine therapy.

Tamoxifen alone was given in the vast majority of premenopausal
women enrolled in the trials exploring these tests.

(LoE: Expert opinion)



Adjuvant systemic treatment

All patients with HR+ disease should receive adjuvant ET.
Tamoxifen alone for 5 years is indicated for low risk patients.
The addition of a GnRH agonist to tamoxifen is indicated in
patients at higher risk of relapse who remain premenopausal after
chemotherapy.

(LoE: IA)
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Adjuvant systemic treatment

Extended ET with Tamoxifen (for 10 years) should be considered in
high-risk patients, if tolerated.

The addition of a GnRH agonist to tamoxifen can be considered in
women at higher risk of relapse resuming ovarian function within 2
years after chemotherapy completion.

(LoE: II/B)
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Adjuvant systemic treatment

AIs without ovarian function suppression are contra-indicated in 
pre-menopausal women.
The combination of an aromatase inhibitor and a GnRH agonist (or 
oophorectomy) should be considered in higher risk patients.

(LoE: IA)

The method of ovarian suppression (surgical versus medical) 
requires balancing patient’s wish for potentially preserving 
fertility, compliance with frequent injections over a long period of 
time, and cost/availability.

(LoE: Expert opinion)
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8 Preoperative systemic treatment

In patients with TNBC or BRCA-associated tumors the incorporation of 
platinum agents increases pCR rates and may be considered when 
preoperative chemotherapy is indicated. 
Data on the impact of incremental increases in pCR on long term 
outcomes are not conclusive and somewhat conflicting.

(LoE: 2B)

The use of platinum derivatives has potential additional impact on
fertility and increased toxicity that may compromise standard duration
and dosing of systemic treatment, and this needs to be clearly
communicated to patients.



KEY CONSIDERATIONS IN ADVANCED BREAST CANCER (ABC)

Leading cause of cancer death among women 20 to 39 years old

Prognosis for premenopausal women with ABC:

In 1983 - Median survival - 35 months  & only 28% alive at 5 year 

1975-2014 SEER report - mortality rates stable, overall 5-year relative survival rate - 27% for stage IV BC 

overall

Most improvements in survival in last decade – HER2+ ABC  yet 80% of ABC - “endocrine responsive “ & 

“triple negative” disease

For many years young women with breast cancer, who had not undergone oophorectomy were excluded 

from clinical trials for endocrine-sensitive  disease



BCY4 endorses the ESO-ESMO ABC5 guidelines for management of advanced breast cancer



The ESMO-MCBS scores for the use of a CDK4/6 inhibitor combined with 
endocrine therapy for ABC patients vary according to the setting and drug.
They are the following, with the current available data and FU:

• PALBOCICLIB + AI 1st line: Efficacy score: 3 (PFS); No improved QoL; MCBS = 3
• ABEMACICLIB + AI 1st line: Efficacy score: 3 (PFS); No QoL reported; MCBS = 3
• RIBOCICLIB + AI 1st line Post-menopausal: Efficacy score: 3 (PFS); No improved QoL; MCBS: 3
• RIBOCICLIB + ET 1st line Pre-menopausal: Efficacy score: 4 (PFS&OS); Improved QoL; MCBS: 4
• PALBOCICLIB + Fulvestrant 2nd line: Efficacy score: 3 (PFS&OS); Improved QoL; MCBS: 4
• RIBOCICLIB + Fulvestrant (1st , 2nd line): Efficacy score: 4 (PFS&OS); No improvement in QoL; MCBS = 4
• ABEMACICLIB + Fulvestrant 2nd line: Efficacy score: 4 (PFS&OS); No QoL reported; MCBS = 4

(LoE/GoR : I/A) (100%)

Of note, the three CDK4/6 inhibitors have not been compared head-to-head 
within a clinical trial.

NEW statementER POSITIVE / HER-2 NEGATIVE MBC
CDK4/6 INHIBITORS

In manuscript: MCBS scores will be updated when new data is available



KEY MANAGEMENT ISSUES FOR BOTH EBC & ABC

Adjuvant systemic therapies may adversely effect fertility and result in premature menopause. 

This is a major cause of anxiety and psychological distress in young women

All patients of reproductive age should be offered fertility preservation counselling prior to 

commencement of systemic therapy, irrespective of disease stage

Ovarian function suppression requires monitoring to ensure patient fully suppressed

Monthly GnRH analogue formulations are preferred to optimize ovarian function suppression

All patients need to be counselled about use of effective non-hormonal contraception



UNIQUE POPULATIONS



HEREDITARY CANCER SYNDROME

Amongst  young women with breast cancer frequency of  ANY deleterious germline mutation ~17% ; the 

most  prevalent being a germline BRCA1/2 mutation

BRCA1/2 mutations - ↑ prevalence in younger women with BC, TNBC, FHx of BC or Ovarian cancer (+ 

other malignancies) and in certain ethnic groups (Ashkenazi Jewish)

A mutation in BRCA1/2 confers a lifetime risk of 35-90% of  BC

In most studies, including studies in women <40 with breast cancer, similar prognosis for BRCA1/2+ & 

sporadic BC

Tung et al JCO 2016
Rosenberg et al, JAMA Onc 2016
Kuchenbacker et al JAMA 2017
Goodwin et al 2012
Copson E et al, Lancet Oncology, 2018

BC=Breast Cancer   TNBC=Triple Negative Breast Cancer



Cumulative Breast Cancer Risk amongst BRCA1/2 

mutation carriers

Kuchenbacker, JAMA 2017CI, confidence interval 



Genetic counseling and testing

The patient must be made aware that the presence of a
predisposing pathogenic gene variant may have an impact on her
management, follow-up and decision making, as well as for other
family members.

A fast-track process should be available when the identification of
a pathogenic gene variant could change the therapeutic approach
(e.g. indication for risk-reducing surgery, platinum derivatives,
PARP inhibitors, etc.).

(LoE: Expert opinion)
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Genetic counseling and testing

Genetic testing should be performed only after adequate
information is provided by an appropriately trained health
professional who explains the implications of the results,
according to national/international regulations.

Risk communication and clinical recommendations need to be
adapted to the increased complexity and uncertainty of multi-
gene testing.

(LoE: Expert opinion)
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1 Genetic counseling and testing

Multi-gene panel testing (when available) should be proposed when either a

hereditary cancer syndrome is suspected and a pathogenic gene variant in

BRCA1/2 has not been identified and/or if the personal/family history can be

explained by more than one gene.

Practice should be guided by high quality national/international guidelines.

As commercially available multi-gene panels include different genes, the choice

of the specific panel should follow national/international guidelines and the test

should be done in quality-controlled laboratories.

(LoE: Expert opinion)



2 Genetic counseling and testing

Somatic BRCA1/2 pathogenic gene variants in breast tumors can be

found in a proportion of patients not harboring germline mutations.

Ongoing studies will provide further insight whether somatic testing

might represent an additional selection criteria for targeted therapies (e.g.

PARP-inhibitors, platinum derivatives).

For the time being somatic BRCA1/2 testing should not be used as an

alternative or in addition to germline pathogenic gene variant

identification.

(LoE: Expert opinion)



IMPACT OF A BRCA1/2 MUTATION ON TREATMENT DECISIONS

Local management

Lumpectomy vs mastectomy

Bilateral mastectomy?

Systemic therapy

No evidence to change adjuvant chemotherapy

Conflicting evidence about role of platinum agents  in the neo-adjuvant setting

In the advanced setting – PARP inhibitors, preference for platinum over other chemotherapy options

Reproductive considerations

Ongoing follow-up



Patients with germline high-penetrance gene variants6
For breast cancer survivors and asymptomatic carriers harboring a BRCA
1/2 pathogenic gene variant, risk-reducing salpingo-oophorectomy
(RRSO) should be recommended. For BRCA1 mutation carriers RRSO is
recommended between age 35-40 and for BRCA2 mutation carriers
between age 40-45, always respecting patient's preferences and
considering the family history.
Optimally, family planning should be completed prior to RRSO.
Indications and timing of RRSO for other highly penetrant mutations may
be postponed to age 45-50, following available international/national
guidelines.
Salpingectomy (removal of the fallopian tubes) alone is not the standard
of care: clinical trials are ongoing.

(LoE: Expert opinion)



MALE BREAST CANCER



SURVIVORSHIP



• neuropathy
• secondary malignancy
• cardiac dysfunction/disease
• menopausal symptoms
• Infertility
• sexual dysfunction
• osteoporosis 
• weight gain
• cognitive impairment
• Fatigue, sleep disturbance
• Pain, numbness, lymphedema, 
• restricted motion or weakness
• cosmetic breast changes
• cellulitis, nerve damage, rib fracture 
• pneumonitis

• Fear of other malignancy
• Impact & decision about risk reducing measures
• Reproductive health
• Body image & sexuality
• Familial consequences – fear & guilt

• Premature menopause
• Side effects of endocrine 

therapy
• Fertility
• Pregnancy
• Sexuality & sexual 

dysfunction

• cognitive impairment
• Fatigue
• Anxiety depression
• Self-worth 

Survivorship 
issues for 

young breast 
cancer 

survivors

Psychosocial

Reproductive 

Economic 

Employment

Health related 
issues

Side effects & 
consequences 
of treatment –

local & 
systemic

Genetics

• Emotional 

distress

• Anxiety 

depression

• Self-worth 

• Body image

• Relationships –

partners/parents/children

• Intimacy

Disease Recurrence



Short & Long term impact on 

well-being & global health
 Sexual dysfunction, weight gain, sleep disturbance

 Bone health issues

 Psychological distress

 Increased cardiovascular morbidity/mortality

Premature menopause



Adjuvant systemic treatment

All young women should be counseled, before the onset of systemic

therapy (either CT or ET), about the risks, associated symptoms and

outcomes of treatment-related amenorrhea and premature menopause,
and be referred for fertility counselling/consultation as well as
informed of available and safe options for alleviating menopausal
symptoms.

(LoE: Expert opinion)
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Supportive and follow-up care

The use of GnRH analog concomitant with (neo)adjuvant CT
should be offered to reduce the risk of premature ovarian failure,
possibly preserve ovarian function and reduce damage to fertility.

Concomitant GnRH analog use during chemotherapy does not
replace established fertility preservation methods, which should
still be offered to all young patients.

(LoE: IB)
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Supportive and follow-up care

Pregnancy after breast cancer should not be discouraged even in patients with
HR+ disease, although all available data are retrospective.
While pregnancy itself does not appear to increase the risk of recurrence the
discussion about pregnancy should take into account the patient’s prognosis
based on initial stage & biology.

Outside of a clinical trial, patients with HR+ disease should complete at least 18-24

months of endocrine therapy before attempting pregnancy. Treatment should be

resumed and completed according to initial planning after delivery and breast

feeding.

All patients choosing to interrupt endocrine therapy in order to conceive should be

encouraged to participate in prospective clinical trials gathering information about

pregnancy after breast cancer.

(LoE: Expert opinion)
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Supportive and follow-up care
Psychosocial oncology care

Young women with breast cancer are at higher risk for psychosocial
distress. Patients’ distress and psychosocial needs should be
regularly assessed.
Psychosocial care should be available and integrated in routine
cancer treatments and follow-up.
Partners and family members should be involved early on. If needed,
couple-based and/or familial psychosocial interventions should be
promptly proposed during the different phases of the disease.

(LoE: 3B)
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Supportive and follow-up care

Young breast cancer patients should be strongly encouraged to
adopt the following healthy life style changes:
- maintain BMI ≤25
- perform regular aerobic and strength training exercise
- not to smoke
- limit alcohol consumption

(LoE: Expert opinion)
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TAKE HOME MESSAGES

6-7% of all new breast cancer cases are diagnosed in women under 40 years of age

At all stages of the disease treatment decisions should be driven by stage and biology, and not by age 

Numerous options exist for adjuvant endocrine therapy, and ovarian function suppression may be 

considered, particularly in higher risk patients

The best endocrine therapy may be the one the patient can adhere to

Endocrine therapies & premature menopause have a significant impact on QOL

Addressing fertility concerns, depression and treatment side effects → higher uptake, compliance & 

adherence to endocrine treatment



TAKE HOME MESSAGES

Pregnancy during breast cancer should be managed by an expert multi-disciplinary team.

Pregnancy after breast cancer is not contra-indicated but should be carefully planned.

Young women with breast cancer are more likely to harbour a BRCA1/2 mutation 

– all women diagnosed with BC <40 should be referred for genetic testing

Survivorship care needs to address - menopausal symptoms, sexual functioning, psychosocial issues, 

long-term consequences of treatment

Young women with BC should be managed by a multi-disciplinary team



Thank you to all the BCY4 co-panelists



European Society for Medical Oncology (ESMO)

Via Ginevra 4, CH-6900 Lugano

T. +41 (0)91 973 19 00

esmo@esmo.org


