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Choices

« TAM for 5 years or aromatase inhibitor
(Al) for 5 years

« TAM 5 followed by Al 5 as initial plan:
Lives will be lost

* Al followed by TAM—Iimited data
« TAM 2-3 years followed by Al



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.
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ATAC Trial Design: Phase lll, Double-
Blind, Randomized, Adjuvant Trial

N = 9366* Anastrozole Disease-free survival
Patient stratification: 1 mg PO qd x 5 years (DFS) HR = 0.87
Node status (n = 3125) (0.78-0.97; P =.01)
Prior CT
HR status

Tamoxifen
20 mg PO gd x 5 years
(n = 3116)

Diagnosis and
Initial Treatment
of EBC
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5 Years of Hormonal Therapy

The ATAC Trialists’ Group. Lancet. 2005;365(9453) :60-62.



ATAC: Time to Recurrence

HR+ Patients
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Forbes JF, et al. Lancet Oncol. 2008;9(1):45-53.



BIG 1-98 Monotherapy Update

Median Follow-Up 76 Months

2-Arm Option
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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

Hazard Ratio

Disease-free survival

ITT ——

Censored
Overall survival

ITT —

Censored
Time to distant recurrence

ITT ——

Censored
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P
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Letrdzole better

Hazard Ratio

(95% CI)

0.88 (0.78-0.99)
0.84 (0.74-0.95)

0.87 (0.75-1.02)
0.81 (0.69-0.94)

0.85 (0.72-1.00)
0.81 (0.68-0.96)

Tamoxifen Better

Letrozole:Tamoxifen: Breast cancer events, 321:363

Second (nonbreast) malignancy, 101:115
Deaths without prior cancer event, 87:87

Mouridsen H, et al. N Engl J Med. 2009;361(8):766-776.
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vl TEAM: Original Study Design (2001)

e Multinational, open-label, randomized study in postmenopausal, ER and/or
PgR positive, early invasive breast cancer after completion of primary therapy

Total of 5 years treatment

A
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Tamoxifen 20 mg daily

Diagnosis and
adequate prior

therapy of early
breast cancer

N = 5800+

Exemestane 25 mg daily
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Primary endpoint: DFS at 5 years

Jones SE, et al. Cancer Res. 2009;69(Suppl 2): Abstract 15.



TEAM: DFS

Probability

DFS at 2.75 Years (ITT) DFS: Censored
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Jones SE, et al. Cancer Res. 2009;69(Suppl 2): Abstract 15.



Time to Distant Metastases (ITT)

Cumulative Incidence of Distant Metastasis (ITT)

0.10 .
— Tamoxifen

— Exemestane
0.08 —

0.06

Probability

0.04

0.02

HR=0.81 (0.67 - 0.98; P<.03)

0.00 -

0.0 0.5 1.0 1.5 2.0 2.5

Years Since Randomization

Numbers at risk:
Tamoxifen 4868 26/4771 69/4652 53/4547 71/4406 110/4146

Exemestane 4898 29/4815 54/4733 47/4646 56/4510 112/4219
Jones SE, et al. Cancer Res. 2009;69(Suppl 2): Abstract 15.



TAM or Al for 5 Years?

» 3large randomized trials show
superiority of the Al over TAM In terms
of DFS but not overall survival

» Safety profile better for the Al
* Al for 5 years Is one clear choice

« What about TAM/AI for 5 years?



IES: Exemestane After Tamoxifen

Exemestane

(2-3 years)
Post-treatment
follow-up

Tamoxifen

Tamoxifen
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(2-3 years)

2-3 years Median follow-up from randomization = 91
months (June 2009)
<€ > € >
| | ! >
Diagnosis Start of Total 5 years
study endocrine therapy

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

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



IES Update
Median Follow-Up 91 Months

ER+ = 85.8%, ER unknown = 11.6%

Disease Free Survival - ER+/unknown Overall survival = ER+/unknown

—Exemestane Tamoxifen —Exemestane Tamoxifen

E = 352/12294
E = 530/2294

T =|405/2305
Absolute difference

at 5 years = 1.4%
(95%CI: 0.1 = 2.5)

Absolute difference T=622/2305
at 5 years = 3.0%
(95%Cl: 1.3 - 4.6)

women alive (%)

Absolute difference
at 8 years = 2.4%
(95%CI: 0.1 - 4.8)
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HR = 0.86 (95%Cl: 0.75-0.99); p=0.04

HR = 0.82 (95%Cl: 0.73-0.92); p=0.0009
3 4 5 6

3 4 5 6 Time from randomisation (years)
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Coombes RC, et al, Eur J Cancer Suppl. 2009;7(2): Abstract 5010.



ABCSG Trial 8: Anastrozole After Tamoxifen

Tamoxifen 20 mg Tamoxifen 20 mg

R S
A (2 years) (3 years)
Primary g
surgery
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I
7 Tamoxifen 20 mg Anastrozole 1 mg
E (2 years) (3 years)
<€ >
Switching analysis
<€ >
Median follow-up 72 months Sequencing analysis

Jakesz R, et al. Cancer Res. 2009;69(Suppl 2): Abstract 14.



ABCSG Trial 8: RFS and OS

Total Sample

Retrospective: RFS

Events (Sequence): 238 of 2200
Events (TAM): 250 of 1514

P (Log-Rank): 0.001
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Cox regression: HR 0.73; 95% CI 0.61-0.88

24 36 48 60
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Jakesz R, et al. Cancer Res. 2009;69(Suppl 2): Abstract 14.

Cross-Over Censored: RFS and OS

RFS

Events (Sequence): 227 of 1865
Events (TAM): 261 of 1849

P (Log-Rank): 0.066

Cumulative proportion of survival

Cox regression: HR 0.85; 95% CI1 0.71-1.01

36 48 60

Recurrence-free survival [mth]
= 1AM

=== sequence

Deaths (Sequence): 138 of 1865
Deaths (TAM): 165 of 1843

Cumulative proportion of survival

P (Log-Rank): 0.032

Cox fegression: HR 0.78; 95% CI
0.62-0.98)

48 60 72
Overall survival [mth]

—— Tamoxifen = Sequence



TAM/AI Switch

 |IES 91 month data: DFS and OS benefit
persists

« ABCSG 8: DFS and OS benefits
* ARNO: DFS and OS benefits
 WHAT ABOUT AI SWITCH TO TAM?



BIG 1-98 Sequential Therapy I
Two Pairwise Comparisons

3 blinded arms

Letrozole

. N = 3094
. Tamoxifen Letrozole
Sequential vs letrozole R R
monotherapy 0 2 5
Evaluated from
randomization
Letrozole
N = 3086

Median Follow Up 71 months | Letrozole  Tamoxifen

0 2 5

99% confidence intervals to
account for multiple YEARS
comparisons

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



BIG 1-98 Sequential Therapy [sIs&
Disease-Free Survival

— Letrozole
—— Let—Tam
—— Tam—Let

D-year
Pts Events DES %

Letrozole 1546 248 879
Let—=Tam 1540 236 876
Tam—lLet 1548 259 86.2

2 3 4

Number at Risk Years from randomization

Letrozole ! 1470 1371
Let—Tam ! 1467 1369
Tam—Let 5 1457 1369

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

B Tamoxifen [ Aromatase inhibitor

Cohort 1: Direct comparison as monotherapy

N, I Trials
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Cohort 2: Comparison after 2-3 years of tamoxifen
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Ingle JN, et al. Cancer Res. 2009;69(Suppl 2): Abstract 12.



Cohort 1.
Direct Comparison of

Tamoxifen and an Aromatase
Inhibitor (9856 Patients)



Cohort 1: Life-Table Curves of Breast Cancer
Mortality, Death Without Recurrence and Any Death
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Cohort 2:
Comparison of Tamoxifen and an
Aromatase Inhibitor After 2-3 Years
of Tamoxifen (9015 Patients)



Cohort 2: Life-Table Curves of Breast Cancer
Mortality, Death Without Recurrence and Any Death
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N =9775 accrued

Postmenopausal
receptor-positive
women

Diagnosis and
adequate
primary therapy

of early breast
cancer

TEAM Trial: Revised Design 2004

IES Positive Results

Tamoxifen Exemestane
Exemestane

Total of 5 years’ treatment
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Co-primary end points

DFES at 2.75 years
DFS at 5 years




Conclusions

Al for 5 years well supported by studies

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

For most patients little or no risk of recurrence in the
first 2 years of TAM

Cost effective

Benefit of 2 effective agents

Ideal in women of questionable postmenopausal status
Suited for longer term treatment

My preferred treatment for the patient under discussion
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