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Patient Profile

A 68-year-old postmenopausal lawyer

— Myocardial infarction (66 years): Coronary angioplasty

— Hyperlipoproteinemia

— Medication: ACE inhibitor, beta blocker, statin, aspirin
Right breast mass by screening mammogram
Lumpectomy and sentinel node biopsy

Pathology review
IDC, grade 3, LVI negative
Tumor size 1.2 cm (clear margins), SN negative
IHC: ER 20%, PR 15%, HER2 FISH positive
LVEF: 58%




Clinical Decision

* Radiation therapy

« Systemic therapy
— Endocrine therapy
— Chemotherapy




Clinical Decision

« Radiation therapy YES

» Systemic therapy
— Endocrine therapy YES

— Chemotherapy ?
— Trastuzumab ?




Cytotoxic Therapy

« Estrogen and progesterone receptors >10%

— Considered as [+]

» Specific questions in this case
— True benefits of CT
— Cardiovascular risk

— HERZ2 [+] and trastuzumab therapy




Does This Patient Need Adjuvant CT?

» Unfavorable factors
— SBR Grade llI
— HER2[+]

Breast Cancer
Guidelines

 Favorable factors:

Node negative

HR positive (low)

No LVI

Europe (St Gallen 2007)

US (NCCN 2008)

" Endocrine-
responsiveness

_//.//'/Kt;éent Uncertain Sure

ER and PR absent ER and PR low/int

and/or any of these

Both receptors
high levels

PgR absent No
UPA/PAI-1 high No
HER-2 overexpressed No
Increased proliferation No
High grade No

Chemo adds
to hormonal

Goldhirsch A, et al. Ann Oncol. 2007; 18:1133-1144.

Chemo only options Chemo doesn’t work

HR positive disease

—P Mo adjuvant therapy

Tumor <0.5 cm or | O
Misroinyasive or : : ‘ i
Tumaor 0.6-1.0cm, phTmi —— Consider adjuvant endocrine therapy

) - well differentiated, no
| pT1, pT2, or pT3 | unfavorahle features |
> and phO or phTmi

(<2 mm axllary

| node metastasis)

21-gene
RT-PCR
assay

differentiated or
unfavorable features

Tumar 1 ¢cm

[ Tumor 0.6-1.0cm, Consider
moderate/poorly %

Low score (<18) —P

Intermediate
Score (1830) —>

Not done —

High score (231) —

Mode positive (21 metastases ‘
=2 mm to 21 ipsilateral axllary
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www.nccn.org

Adiuvant endocrine

therapy
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therapy + adjuvant
chemotherapy
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therapy + adjuvant
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\ HER2+




Should We Add CT to Endocrine
Therapy for This Patient?

Mo additional therapy: Patient Information Mo additional therapy:
N .. B

[ 52.9 alive and without cancer in 10 vears. o
B 28.7 relapse Cormorbidits: |Pwerage for Age j E 68.1 alive in 10 years.
) : 11.6 die of cancer.
B 18.4 die of other causes. = apse ER. Status: |P'|:|sitive jv B 20.3 die of oiher causes.

With hormonal therapy: Benefit = 13.2 without relapse. Taruor Crade: |Graﬂ13 3 - With hormonal therapy: Benefit = 3.2 alive.

With chemotherapy: Benefit = 9.9 without relapse. Positive Hodss: m With chemotherapy: Benefit = 4.0 alive.

With combined therapy: Benefit = 18.4 without Caleulate For:  [Felapse ~]
i combined therapy: Beneflt - 16.4 wiihout e apse. With comhined therapy: Benefit = 6.0 alive.

- 10 Year Risk: IS‘Z—M -
Benefits from adding CT to an Al x 5 years

10-Year Absolute
Gain

Relapse 1.3% 2.9% 3.5%
Mortality 0.5% 1.7% 1.9%

CMFx6 ACx4 FACx6 TAC/TC

C, cyclophosphamide; F, 5-fluorouracil; M, methotrexate; A, doxorubicin; P, paclitaxel; T, docetaxel




Anthracycline-Based CT in Node-Negative
Population: EBCTCG Studies

Breast cancer mortality / Women
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Hormonotherapy Alone Is Not an Appropriate
Treatment in HER2-Positive Patients’

Tamoxifen Anastrozole
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Similar results reported also in the context of the BIG 1-98 trial?

1. Dowsett M, et al. J Clin Oncol. 2008;26(7):1059-1065. 2. Rasmussen BB, et al. Lancet Oncol. 2008;9(1):23-28.




HERZ2 Status and Efficacy of Adjuvant
Anthracyclines in Early Breast Cancer: A Pooled
Analysis of Randomized Trials

Aleszandra Gennari, Maria Pia Sormani, Paolo Pronzato, Matteo Puntoni, Mariantonietra Colozza,

Ulrich Preffer, Paolo Bruzzi
J MNatl Cancer Inst 2008;100:14-20

Study HER2 status HR 953% CI)

0.60 (0.44 to 0.82)
0.96  (0.75to 1.23)
0.84  (0.65 to 1.08)
.02 (0.86to 1.20)

0.65 (0.34to0 1.26)
1.35 (093 to 1.97)

083 (04610 1.49)

1 ) C

NSABFP B11

NSABP B15

Belgium

Milan

Overall _ 0.90  (0.82 to 0.98)

0.71  (0.61 to 0.83)
1.0 (090to 1.11)

HER2 specific

0.00 0.50 1.00 1.50 2.00
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Favors anthracyclines  Favors non-anthracyclines
Gennari A, et al. J Natl Cancer Inst. 2008;100(1):14-20.




GEICAM 9805: TAC vs FAC in Node-
Negative Population

DFS

Median follow up: 67 months

1.0 _--'-"-—-___l___= 91%
0.9 :
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0.7
0.6 . TAC —™— FAC ——
0.5 Number of patients 539 520

0.4 Events 58 (11%) 84 (16%)

0.3
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Martin M, et al. J Clin Oncol. 2008;26(May 20 Suppl): Abstract 542.




Anthracycline-Related Cardiac Toxicity

=== No adjuvant chemotherapy
=== Adjuvant anthracycline
Adjuvant other
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Freedom from congestive heart failure (CHF) by adjuvant
chemotherapy type. Women aged 66 to 70 years.

Pinder MC, et al. J Clin Oncol. 2007;25(25):3808-3815.




Is Chemotherapy-Related Cardiac Risk
Relevant to This Patient?

* Risk factors:
— Hypertension — Hyperlipoproteinemia

— Myocardial Infarction — LVEF (58%)
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Shepherd LE, et al. J Clin Oncol. 2006;24(18S): Abstract 522..




Docetaxel as an Alternative Option to
Anthracycline Regimens

7-year results of the TC (Docetaxel-Cyclophosphamide) vs AC (Doxorubicin-Cyclophosphamide)
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Jones S, et al. J Clin Oncol. 2009;27(8):1177-1183.




Anti-HER2 Therapy

- Early-stage and HER2 [+] by FISH

— Indication for trastuzumab therapy

» Specific questions in this case
— Benefit and risk combining with CT
— Cardiovascular risk

— Is possible to give without CT




Use of Trastuzumab-Based Regimens Without
Anthracyclines: the BCIRG 006 Trial

4 x AC 4 x Docetaxel

60/600 mg/m?2 100 mg/m?

Ac>T REEENERD

4 x AC 4 x Docetaxel

60/600 mg/m? 100 mg/m?

AC>TH IIIIIIII

IRl 1 1 1 1
1 Year Trastuzumab

6 x Docetaxel and Carboplatin
75 mg/m? AUC 6

cH HEEEEE

1 Year Trastuzumab
Slamon D, at al. Breast Cancer Res Treat. 2006;100(Suppl 1): Abstract 52.




Efficacy Data

Disease-Free Survival Overall Survival

Absolute DFS benefits 09%
(from years 2 to 4): 7

AC—TH vs AC—T: 6%
TCH vs AC—T: 5%
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Slamon D, at al. Breast Cancer Res Treat. 2006;100(Suppl 1): Abstract 52.




BCIRG 006 Cardiac Safety Data
36-Months Median Follow-Up

AC-TH TCH
n=1068 n=1056

Cardiac-related death

Cardiac left ventricular

function (CHF) grade 3/4

Absolute difference between
non-H and H arms

Absolute difference between
non-H and H arms at 23 1.31% 0.18%
months

Slamon D, at al. Breast Cancer Res Treat. 2006;100 (Suppl 1): Abstract 52.




Mean LVEF—AII Observations
2"d Interim Analysis
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Slamon D, at al. Breast Cancer Res Treat. 2006;100(Suppl 1): Abstract 52.




Al + Lapatinib vs Al in HER2+ MBC
30008 Study
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Letrozole Letrozole +
Lapatinib
(N=108) (N =111)

Progressed or died 89 (82%) 88 (79%)
Median PFS, mo 3.0 8.2

Hazard ratio (95% CI) 0.71 (0.53, 0.96)
P value
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Time from Randomization, months

Pts at risk:
Let+Lap 111 69 33 20 12 8 4 1 1
Let 108 43 26 18 12 7 5 2 2

Johnston S, et al. J Clin Oncol. 2009 Sept 28. [Epub ahead of print]




My Personal Decision About This Patient

This patient has a high-risk node-negative breast cancer

Endocrine therapy is mandatory (Al > TAM)

The administration of a last generation chemotherapy regimen
(TC or TAC) increases modestly her chances to survive
(absolute benefits at 10 years 2.8%)

 An anthracycline regimen does not seem reasonable

 The DCarboplatin (or DCycloph) is more appropriate

. There is no clinical trial justifying trastuzumab without CT in

the adjuvant setting, but.....

The cardiac risk and the PS (1) merits a long discussion with
the patient about benefits and risks




