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ChoicesChoices

TAM f 5 t i hibit• TAM for 5 years or aromatase inhibitor 
(AI) for 5 years

• TAM 5 followed by AI 5 as initial plan: 
Lives will be lost

• AI followed by TAM—limited data
• TAM 2-3 years followed by AI• TAM 2-3 years followed by AI



5 Years of Tamoxifen vs Not in ER+ (or ER-Unknown) 
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10,386 women: 20% ER-unknown, 30% node-positive. Error bars are 1SE.

Early Breast Cancer Trialists’ Collaborative (EBCTCG). Lancet. 2005;365(9472):1687-1717.



ATAC Trial Design: Phase III, Double-
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5 Years of Hormonal Therapy5 Years of Hormonal Therapy



ATAC: Time to Recurrence ATAC: Time to Recurrence 
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BIG 1-98 Monotherapy Update
M di F ll U 76 M th
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Median Follow-Up 76 Months
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Mouridsen H, et al. N Engl J Med. 2009;361(8):766-776.



BIG 1-98 Monotherapy Update
Median Follow-Up 76 Months

BIG 1-98 Monotherapy Update
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Second (nonbreast) malignancy, 101:115
Deaths without prior cancer event, 87:87



TEAM: Original Study Design (2001)

• Multinational, open-label, randomized study in postmenopausal, ER and/or 
PgR positive, early invasive breast cancer after completion of primary therapy
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Jones SE, et al. Cancer Res. 2009;69(Suppl 2): Abstract 15.



TEAM: DFS
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Time to Distant Metastases (ITT)
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TAM or AI for 5 Years?TAM or AI for 5 Years?

• 3 large randomized trials show3 large randomized trials show 
superiority of the AI over TAM in terms 
of DFS but not overall survival

• Safety profile better for the AI

• AI for 5 years is one clear choice

What about TAM/AI for 5 years?• What about TAM/AI for 5 years?



IES: Exemestane After Tamoxifen
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Coombes RC, et al. Eur J Cancer Suppl. 2009;7(2): Abstract 5010.

Total follow-up available from randomization at June 2009 analysis = 32296 women years



IES Update
M di F ll U 91 M thMedian Follow-Up 91 Months

ER+ = 85.8%, ER unknown = 11.6%

Coombes RC, et al, Eur J Cancer Suppl. 2009;7(2): Abstract 5010.



ABCSG Trial 8: Anastrozole After TamoxifenABCSG Trial 8: Anastrozole After Tamoxifen
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Jakesz R, et al. Cancer Res. 2009;69(Suppl 2): Abstract 14.

Sequencing analysis



ABCSG Trial 8: RFS and OS 
Total Sample
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TAM/AI SwitchTAM/AI Switch

IES 91 th d t DFS d OS b fit• IES 91 month data: DFS and OS benefit 
persists

• ABCSG 8: DFS and OS benefits

ARNO: DFS and OS benefits• ARNO: DFS and OS benefits

• WHAT ABOUT AI SWITCH TO TAM?



BIG 1-98 Sequential Therapy 
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BIG 1-98 Sequential TherapyBIG 1-98 Sequential Therapy
Disease-Free SurvivalDisease-Free Survival

Mouridsen H, et al. N Engl J Med. 2009;361(8):766-776.



Comparison of Tamoxifen and an Aromatase Inhibitor
Designs of Cohort 1 and Cohort 2
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Ingle JN, et al. Cancer Res. 2009;69(Suppl 2): Abstract 12.



Cohort 1:
Direct Comparison of 

Cohort 1:
Direct Comparison of p

Tamoxifen and an Aromatase 
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Cohort 1: Life-Table Curves of Breast Cancer 
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Cohort 2: 
Comparison of Tamoxifen and an
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Aromatase Inhibitor After 2-3 Years 
of Tamoxifen (9015 Patients)
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-20.9/71.5 -10.7/74.2 -4.3/10.3

Ingle JN, et al. Cancer Res. 2009;69(Suppl 2): Abstract 12.
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ConclusionsConclusions
AI for 5 years well supported by studies

TAM/AI switch well supported by studies and has 
associated overall survival benefit

• For most patients little or no risk of recurrence in the 
first 2 years of TAM
C ff i• Cost effective

• Benefit of 2 effective agents
Id l i f ti bl t l t t• Ideal in women of questionable postmenopausal status

• Suited for longer term treatment
M f d t t t f th ti t d di i• My preferred treatment for the patient under discussion
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