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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
General considerations General considerations 

§ DCIS represents a wide spectrum of lesions heterogeneous in grade, 
morphology, genomic profile and clinical presentation and represents almost 
90% of all precursor breast cancers detected

§ 20% of screen detected cancers are DCIS

§ The proportion of DCIS which develop into IBC, untreated, is around 40%

§ DCIS seems to be a real precursor of invasive cancer 

§ The type of treatment chosen, impacts recurrence but not survival

§ The probability of dying from DCIS is very low
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§ BCS is the most frequent form of treatment for DCIS

§ Radiotherapy reduces LR by ±50%

§Hormonal treatment reduces ± LR by 30%

§ The risk reduction of LR does not impact in survival

Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Treatment considerations Treatment considerations 
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§Mastectomy
§ BCS alone
§ BCS with RT
§ BCS with HT
§ BCS with RT and HT

Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Standard treatment options Standard treatment options 

Clinical Trials  - Surveillance
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – Adjuvant Hormonal Therapy - SERMs KEY Trials – Adjuvant Hormonal Therapy - SERMs 

At 10 years f-up
- Radiotherapy halves IL events IS and Invasive
- Tamoxifen reduces ipsilateral DCIS and contralteral tumours  

Cuzick Lancet Oncology 2011
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Cochrane systematic review – Adjuvant Tamoxifen

Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – Adjuvant Hormonal Therapy - SERMs KEY Trials – Adjuvant Hormonal Therapy - SERMs 

§ Tamoxifen after surgery for DCIS reduced:
- recurrence of ipsilateral DCIS (HR 0.75; 95% CI 0.61-0.92)
- contralateral DCIS (RR 0.50; 95% CI 0.28-0.87).
- contralateral invasive cancer (RR 0.57; 95% CI 0.39-0.83)

§ There was a trend towards decreased ipsilateral invasive  cancer (HR 0.79; 
95% CI 0.62-1.01).

§ The number needed to treat in order for tamoxifen to  have a protective 
effect against all breast events is 15.

§ No reduction in risk of all-cause mortality

Staley, Breast, 2014
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Patiente Level Meta-analysis 2013 – SERMs as Breast Cancer Prevention  

Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – Adjuvant Hormonal Therapy - SERMs KEY Trials – Adjuvant Hormonal Therapy - SERMs 

Cuzick et al, Lancet 2013

38% reduction in BC incidence38% reduction in BC incidence
[[HR] 0·62, 95% CI 0·56-0·69)[[HR] 0·62, 95% CI 0·56-0·69)



9

Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – Adjuvant Hormonal Therapy - SERMs KEY Trials – Adjuvant Hormonal Therapy - SERMs 

Cuzick et al Lancet 2013
NNT = 42

Patiente Level Meta-analysis 2013 – SERMs as Breast Cancer Prevention  
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – Adjuvant Hormonal Therapy - SERMs KEY Trials – Adjuvant Hormonal Therapy - SERMs 

Lazzeroni M et al JCO 2023

§ N=500
§ Reduction invasive BC recurrence: invasive (77%) and ipsilateral (59%)
    [HR: 0.58; 95% CI, 0.35 to 0.95; log-rank P = .03]
§ No between-group difference in the incidence of serious adverse events

NNT = 22/14
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – AIs as breast cancer prevention - -> MAP.3 Trial KEY Trials – AIs as breast cancer prevention - -> MAP.3 Trial 

Goss NEJM 2013

High risk women, exemestane versus placebo, 5 years  (Fup: 35 months)
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – AIs as breast cancer prevention - -> MAP.3 Trial  KEY Trials – AIs as breast cancer prevention - -> MAP.3 Trial  

Goss NEJM 2013

High risk women, exemestane versus placebo, 5 years  (Fup: 35 months)
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
KEY Trials – AIs as breast cancer prevention  - -> IBIS-II DCIS Trial  KEY Trials – AIs as breast cancer prevention  - -> IBIS-II DCIS Trial  

Forbes J, Lancet, 2016
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Prevention trialsPrevention trials

Chlebowski et al, JOP 2021
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§ The majority of trials reveal that, after surgery, adjuvant treatments 
reduce the rate of recurrent DCIS, and invasive recurrences

§OS in not improved by endocrine therapy 

Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Adjuvant hormonal therapy Adjuvant hormonal therapy 

Indication Metastases Adjuvant Prevention
Tamoxifen + + + USA
LH-RH agonists + +/- -
SERD1 (Faslodex®) + - -
SERDs 2nde G + (2022)
SERM3 (Raloxifen…) - - + USA

Aromatase inhibitors +++ +++ + USA
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Adjuvant hormonal therapy Adjuvant hormonal therapy 

Chlebowski et al, JOP 2021
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 

LORD Trial

Intergroup Study (EORTC-1401-BCG/BOOG 2014-04) 
Management of low grade ductal carcinoma in situ (low-grade DCIS): a 
randomized, multicenter, non-inferiority trial, between standard therapy 
approach versus active surveillance 

Primary endpoint: Ipsilateral invasive breast cancer free rate at 10 years

Biobanking for molecular analisys and translational research
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Adjuvant hormonal therapy Adjuvant hormonal therapy 
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe  
St Gallen perspective St Gallen perspective 

§ Adjuvant ET can further reduce the risk of recurrence in DCIS treated with breast 
conservation and RT, as well as reduce the risk of contralateral breast cancer. 

§ Both tamoxifen and AIs are options for adjuvant ET 
[although the panelists generally lean towards tamoxifen owing to its favorable 
tolerability]

Curigliano G  et al, Annal Oncol 2023
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
USA perspective USA perspective 

Visvanathan K et al, JCO 2019

A reduction in incidence of BC itself is an important end point

NCCN Guidelines Version 4.2023
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§  The adverse medical, physical, psychosocial and health systems consequences of 
a breast cancer diagnosis and related therapies are well-documented.

Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Adjuvant hormonal therapyAdjuvant hormonal therapy

Ferreira AR, Ann Oncol 2019

Patients reporting a severe dysfunction or sever symptom after diagnosis
Early-stage breast cancer, CANTO data
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Discussing uncertainties with patients: shared decision making Discussing uncertainties with patients: shared decision making 
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Discussing uncertainties with patients: shared decision making Discussing uncertainties with patients: shared decision making 

Facilitating understanding and 
empowerment

Vaz Luis I. Cancer 2017

Whelan T. JNCI 2003. 
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Individual perceptions of risk and 
benefits
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Carcinome Canalaire In Situ - Hormonothérapie recommandée aux US / sélective en Europe ? 
Conclusion Conclusion 

§ SERMs and AIs largely reduced ER-positive, PR-positive cancers and 
reduction in deaths from breast cancer has not been documented 

§ Toxicities with these agents are not negligible 

§ The adverse consequences of a breast cancer diagnosis and related 
therapies are well-documented.

§ Patients emporement and Shared decision making is crucial  
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