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Studies on adjuvant ET in DCIS:

• NSABP B-24 (1991-1994): What is the benefit of tamoxifen in addition to 
breast conservation and RT in patients with DCIS?

• UK/ANZ DCIS trial (1990-1998): What is the benefit of tamoxifen in 
patients with DCIS after radical breast conservation?

• NSABP B-35 (2003-2006): Is anastrozole better and more safe than
tamoxifen to prevent BC events in postmenopausal women with ER pos 
DCIS?

• IBIS II trial (2003-2012): Is anastrozole better than tamoxifen to prevent BC 
events in postmenopausal women with ER pos DCIS?

• TAM-01 trial (2008-2015) : Is there a benefit of low dose tamoxifen in 
preventing recurrence after breast intraepithelial neoplasi?



NSABP-B24 (1991-1994)

• DCIS or mixed DCIS and LCIS

• breast conservation

• doubled-blinded, placebo 
controlled

• tamoxifen 10 mg * 2/day

• positive margin in 25%

• all patients: RT 50 Gy/25 fx

• N=1804 

• Median follow-up: 74 months

Bernard Fisher et al, Lancet 1999



NSABP-B24

Bernard Fisher et al, Lancet 1999

37% reduction of 
all BC events
(70% ipsilateral)

44% reduction
of ipsilateral
invasive BC

52% reduction
of contralateral
BC events



NSABP-B24 (patients with known ER status of 
DCIS)

D. Craig Allred, JCO 2012

ER neg DCIS

ER pos DCIS

42% reduction
of all BC events

32% reduction
of all ipsilateral
BC events

50% reduction
of all contralateral
BC events

non significant reduction
of contralateral
BC events (prevention)



NSABP-B24 (outcome based on margin)

”The benefit of tamoxifen on ipsilateral
breast tumor recurrence was in patients 
with involved margins”

BCS + RT, placebo, involved margin

BCS + RT, tamoxifen, involved margin

Wapnir IL et all J Natl Cancer Inst 2011

Invasive ipsilateral breast tumor recurrence



UK/ANZ DCIS trial (1990-1998)
• patients with DCIS suitable for 

breast conservation

• radical surgery

• ER status unknown

• randomized to 4 groups: RT, 
TAM, both or no adjuvant
treatment

• N=1701 patients 

• median follow-up: 12,7 years

Jack Cuzick et al, Lancet Oncol 2011



UK/ANZ DCIS trial

Jack Cuzick et al, Lancet Oncol 2011



UK/ANZ DCIS trial

Jack Cuzick et al, Lancet Oncol 2011



UK/ANZ DCIS trial

Jack Cuzick et al, Lancet Oncol 2011

Comparable to 
NSABP B-24



NSABP B-35 (2003-2006)
• postmenopausal women with ER 

pos DCIS or mixed DCIS and LCIS

• breast conservation

• clear margins and negative nodes

• all patients: RT 50 Gy in 25 fx

• standard doses of tamoxifen and 
anastrozole for 5 years

• comparable side-effects

• N=3104

• median follow-up: 9 years

Margolese RG, Lancet 2016



NSABP B-35

Margolese RG, Lancet 2016

The benefit of anastrozole
was especially seen as a 
reduction of contralateral
invasive BC



IBIS II trial (2003-2012)

• postmenopausal women

• ER pos DCIS

• breast conservation

• 71% had RT (local practise)

• standard doses of tamoxifen and 
anastrozole

• comparable adverse events

• N=2980

• median follow-up: 7.2 years

John Forbes et al, Lancet 2016



IBIS II trial

John Forbes et al, Lancet 2016

2 years shorter follow-up than NSABP B-35!



Only a small risk of recurrence after DCIS with 
modern treatment
• 98% of patient with DCIS alive after 5 years

• They all undergo routine mammography

• In case of recurrence, surgery can often cure the patient

• Many side-effects with endocrine treatment

• Therefore low dose tamoxifen (3 years) was testet in TAM-01:



Women 
aged <75 yrs

With ADH or LCIS 
or ER+ve/unk

DCIS)

R

Tamoxifen
5 mg/day

Placebo 

3 yr  
treatment 

+ 
at least 
2 yr FU

Primary endpoint: Incidence of invasive breast cancer 
or DCIS

• 500 participants enrolled from 14 centers in Italy

• Median follow up = 5.1 years (IQR 3.9-6.3)

Randomized placebo controlled trial of low dose 
tamoxifen-Tam01

• Primary events: 42

DeCensi et al. JCO, 2019  Courtesy of Dr Emiel Rutgers  

(RT to patients with high grade DCIS or necrotic DCIS, 50 Gy/25 fx)



Main subject and tumor characteristics (n = 500)

Tamoxifen N=253 Placebo N=247

Age, mean (SD) 54 (9.6) 54 (9.1)

Pre-menopausal, % 46 44

BMI, mean (SD) 25.7 (4.8) 25.3 (4.2)

ADH, % 20 20

LCIS, % 11 10

DCIS, % 69 70

ER/PR+ve/unknown, % 66 / 34 67 / 33

HER 2-neu 3+, % 8 9

Quadrantectomy/Mastectomy % 84 / 16 82 / 18

Radiotherapy for DCIS, % 61 61

DeCensi et al. JCO, 2019Courtesy of Dr Emiel Rutgers  
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Tamoxifen Placebo

Endometrial cancer 1 0

DVT or PE 1 1

Other neoplasms 4 6

Coronary heart
disease

2 2

Other 3 5

Death 1 2

Total 12 16

20 mg/d, expected Endometrial Cancer: 2.7; DVT+PE: 2.4
1NSABP-P1 trial (Fisher et al. JNCI 90:1371-88, 1998)

Serious adverse events

DeCensi A et al. JCO, 2019 Courtesy of Dr Emiel Rutgers  



DeCensi A et al. JCO, 2019 

Non serious Adverse Events



Summary (1)

• NSABP B-24: (70 % of recurrences were ipsilateral) 
• BCS and RT: 5 year risk of: 

• 1) ipsilateral non-invasive recurrence (5.1%)
• 2) ipsilateral invasive recurrence (4.2%)
• 3) contralateral invasive tumor (2.3%)
• 4) contralateral non-invasive tumor (1.1%)

• BCS and RT and TAM: 5 year risk of: 
• 1) ipsilateral non-invasive recurrence (3,9%)
• 2) ipsilateral invasive recurrence (2.1%) 
• 3) contralateral invasive tumor (1.8%)
• 4) contralateral non-invasive tumor (0.2%)

Benefit TAM if
pos margins and 
ER pos DCIS

Benefit TAM
(preventing) 



Summary (2)

• UK/ANZ DCIS trial: benefit of tamoxifen: less non-invasive ipsilateral
and less invasive contralateral BC events in no RT patients

• NSABP B-35: Anastrozole superior to tamoxifen in young
postmenopausal women

• IBIS II trial: no difference between anastrozole and tamoxifen

• TAM-01 trial: Benefit of low dose tamoxifen in preventing all 
ipsilateral and contralateral BC events (only few event, no margin 
status, no routine RT)



Conclusion DCIS and systemic ET

• What is the primary aim of the adjuvant treatment?

• Ipsilateral BC events can be prevented by radical surgery and adjuvant
RT. Tamoxifen should only be considered in: 
• ER pos DCIS and no RT and positive margins

• young age and risk factors?

• Contralateral BC events can be prevented by tamoxifen and could be
considered in 
• young age and risk factors?

• normal dose TAM and AI (5 years) and low dose TAM (3 years) can be
used



thank you..


