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Percent of New Cases by Age Group: Breast Cancer

SEER 18 2008-2012, All Races, Females



Breast cancer in young women: 
specific clinical issues

• Risk of hereditary breast cancer

• Optimal endocrine treatment

• Fertility/pregnancy issues



Proportion of Breast Cancer Subtypes by Age

Keegan et al, BCR, 2012

HER2+

HR+/HER2+

Triple negative

HR+/HER2-

Hormone receptor positive still the most 

common subtype



Benefits of 5 years of Tamoxifen: 
entry age < 45 years and ER+ disease only

EBCTCG, Lancet 2011



ATLAS



SOFT

• Primary endpoint: DFS

• Secondary endpoints: BCFI, DRFI, OS

Francis P, et al. SABCS 2014. Abstract S3-08. Francis PA, et al. N Engl J Med. 2014;

Premenopausal pts 
ER+/PgR+ BC

(N = 3047)

5 Yrs

*Triptorelin, oophorectomy, or irradiation

OFS* + Tamoxifen
(n = 1015)

OFS* + Exemestane 25 mg/day
(n = 1014)

Tamoxifen 20 mg/day
(n = 1018)

Stratified by prior chemotherapy 
(yes vs no) and nodal status (+ vs -)









SOFT
“No chemotherapy” pts had low risk features

• 90% ≥ 40 yrs, 

• 91% node negative, 

• 85% tumor ≤ 2 cm, 

• 41% grade 1 

Francis P, et al. SABCS 2014. Abstract S3-08. Francis PA, et al. N Engl J Med. 2014.



Premenopausal No Chemotherapy

Cohort selected for low risk clinicopathologic features 

Francis P, et al. SABCS 2014. Abstract S3-08. Francis PA, et al. N Engl J Med. 2014.



Premenopausal after Prior Chemotherapy

T+OFS v T: Absolute improvement in 5-yr BCFI: 4.5% 
E+OFS v T: Absolute improvement in 5-yr BCFI: 7.7% 
E+OFS v T+OFS: Absolute improvement in 5-yr DRFI: 4.2%

Francis P, et al. SABCS 2014. Abstract S3-08. Francis PA, et al. N Engl J Med. 2014.



• 350 patients 
(11.5%) < age 35

• 94% received 
chemotherapy 
in this age group

All women < 35 years of age

Francis P, et al. SABCS 2014. Abstract S3-08. Francis PA, et al. N Engl J Med. 2014.









DFS



Exemestane+OFS Reduced Recurrence

• 4% absolute improvement in 5-yr freedom from breast cancer for Exe+OFS
• 1.8% absolute improvement in 5-yr freedom from distant recurrence for Exe+OFS

• No significant difference in overall survival



Some women have excellent prognosis with highly-effective endocrine therapy alone 

>97% breast cancer-free at 5 years when treated with exemestane+OFS  

Women Who Did Not Receive 
Chemotherapy

16% <40 years;  19% T-size >2cm;  21% N+ 9% <40 years;  15% T-size >2cm;  8% N+

N=1996



Women Who Received Chemotherapy

Absolute improvement with exemestane+OFS

5-yr freedom from breast cancer: 5.5% in TEXT and 3.9% in SOFT

5-yr freedom from distant recurrence: 2.6% in TEXT and 3.4% in SOFT 

66% N+;  53% T-size >2cm;  30% <40 years 57% N+;  47% T-size >2cm;  49% <40 years





To understand absolute benefit in 
SOFT/TEXT trials

Regan M, et al. J Clin Oncol 2016



Prognostic factors

Regan M, et al. J Clin Oncol 2016

Age

Tumor 

size

Nodal 

status

ER expression



Prognostic factors

Regan M, et al. J Clin Oncol 2016

Ki-67 

expression

PgR expression
Grade



Cox Proportional Hazards Model for Defining the 
Composite Measure of Recurrence Risk

Parameter HR 95% CI P value

Age at random assignment, years
<35
35-39
40-44
45-49
≥50

2.2
1.7
1.3
Ref
1.2

1.6-3.1
1.3-2.3
1.0-1.7

-
0.7-1.8

<0.01
<0.01

NS
-

NS

No. of positive nodes
0
1-3
≥4

Ref
1.5
3.1

-
1.1-1.9
2.4-4.0

-
<0.01
<0.01

Tumor grade
1
2
3

Ref
2.5
3.0

-
1.7-3.8
1.9-4.9

-
<0.01
<0.01

Regan M, et al. J Clin Oncol 2016



Cox Proportional Hazards Model for Defining the 
Composite Measure of Recurrence Risk (cont’d)

Parameter HR 95% CI P value

Tumor size, cm
≤2
>2

Ref
1.5

-
1.2-1.9

-
<0.01

ER expression, %
<50
≥50

1.3
Ref

0.9-1.8
-

NS
-

PgR expression, %
<20
20-49
≥50

1.6
1.3
Ref

1.2-2.0
1.0-1.7

-

<0.01
0.06

-

Ki-67 expression, %
<14
14-19
20-25
≥26

Ref
1.1
1.3
1.6

-
0.7-1.6
0.9-1.9
1-2.3

-
NS
NS

0.03

Regan M, et al. J Clin Oncol 2016
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45-49 yr
N0
T≤2cm
Grade 1
Ki67<14%
ER ≥50%
PgR ≥50% <35 yr

N 4+
T>2cm
Grade 3
Ki67 >26%
ER <50%
PgR <20%

40-44 yr 
N 1-3
T≤2cm
Grade 2
Ki67 14-19%
ER ≥50%
PgR ≥50%

40-44 yr 
N0
T>2cm
Grade 3
Ki67 >26%
ER ≥50%
PgR ≥50%

Regan M, et al. J Clin Oncol 2016

Median Composite Risk Score in Subpopulations
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Regan M, et al. J Clin Oncol 2016
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Absolute benefit (AB) in 5-year BCFI and 
NNT according to clinical scenario

SOFT No-Chemo

5-year BCFI 96.1%

Pts did well with all 

endocrine therapies 

TEXT No-Chemo

OFS + E vs OFS + T

(AB 3.6%; NNT 27)

OFS + E vs OFS + T

(AB* 10%; NNT 10)

OFS + E vs OFS + T

(AB** 1%; NNT 100)

TEXT Chemo

OFS + E vs OFS + T

(AB 5.8%; NNT 17)

OFS + E vs OFS + T

(AB* 15%; NNT 6)

OFS + E vs OFS + T

(AB** 5%; NNT 20)

SOFT Chemo

OFS + E vs OFS + T

(AB 5.4%; NNT 18)

OFS + E vs T

(AB 7.4%; NNT 13)

OFS + T vs T

(AB* 5%; NNT 20)*high composite risk 

**low composite risk





Grazie per l’attenzione!


