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Neoadjuvant trastuzumab
Induces apoptosis in primary
breast tumors

Serial core biopsies of primary tumor at dx, 24 hrs after loading dog,
and just before week 2, 3, and 4 doses
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Viohsin SK et al. J Clin Oncol 23:2460-2468, 2005



Treatment Plan
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Paclitaxel (P) = 225 mg/m2 24

hr IV infusion Q 3 weeks
FEC e Fluorouracil 500
mg/m?2
IVday 1 &4

e Epirubicin 75 mg/mz2

IV day 1 only

e Cyclophosphamide
500 mg/m2 |V Day 1

onl
Trastuza){'gqpe(ms: 4 mg/kg
IV day 1, then 2 mg/kg IV
weekly
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Final Results
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Optimize the Taxane

Component
 Weekly Paclitaxel Improves Pathologic
CR in Operable Breast Cancer When
Compared with Paclitaxel Every 3
Weeks

Gr&en M, et 8 gweeﬁncol 23: 5983-5992,

2005.

p=0.02
28.2%  15.7%



NSABP Protocol FB-AX-003
Treatment Regimen

12 34 56 738 9101112
g w2 — 1421I q8Wwks I I
WKS N days Y
Abraxane 5-FU (500mg/m?)
100mg/m? Epirubicin
(100 mg/mg? or 75 mg/m? if
trastuzumab)
Supportive therapy Cyclophosphamide
® G-CSF: pedfilgrastim or filgrastim (500mg/m?)

® erythropoietin recommended



HER-2 Positive MBC:
Does Carboplatin Add to
Paclitaxel +Trastuzumab?

E Paclitaxel 175 mg/m2 q 21d
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Trastuzumab until progression

*Patients were stratified by ICH 2+ versus 3+



Estimated Progression-Free Survival for the
HER?2 IHC 3+ Patients by Treatment Arm
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TPC (% Progression Free) 58 30 21
TP (% Progression Free) 34 12 9



BCIRG 006: SABCS 2005

Her2+

(Central FISH)

N+
or high
risk N-

N=3,222

Stratified by
Nodes and
Hormonal
Recebptor Status

Update

4 x AC 4 x Docetaxel

60/600 ma/m? 100 mg/m?
ACoT
4 x AC 4 x Docetaxel
60/600-mg/m? 100 ma/m?
AC>TH
TN
1 Year Trastuzumab
6 X Docetaxel and Carboplatin
75 mg/m? AUC 6
TCH

1 Year Trastuzumab



BCIRG 006
Disease-Free Survival
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Slamon et al. Breast Cancer Res Treat. 2005;94(Suppl 1):S5. Abstract 1.



Clinically significant cardiac events
as per independent review panel

AC-TH TCH
n=1,068 n=1,056
Patients 10 25 14
% 0.95% 2.34% 1.33%
(95% C.I.) (0.46% - (1.52% - (0.73% -
1.74%) “—rp —3. 44%)T—/ 2.21%)
P=0.016 =0.11
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P=0.54



