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WHAT DOES THE PATIENT
WANT?

...Simply the best?
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Who is a candidate for neoadjuvant
systemic therapy?

Chemotherapy:
— Patients with locally advanced disease

— Patients in whom all information necessary to
decide on the use of chemotherapy are available
before surgery

Endocrine Therapy

— Patients, in whom all information necessary to
decide on endocrine therapy are available before

surgery
Kaufmann et al. Ann Oncol. 2007 Dec;18(12):1927-34.




PCR and OS

Study (year) Pts Regimen PCR [BySofpCR

Bonadonna (98) 536 CMF,AM 3% 86% (8y)

NSABP B18 (98) 1523 AC 13% 90%
Kuerer (99) 451 FAC 12% 89%
Aberdeen (02) 162 CVAP+/-D 34% 90% (all)
NSABP B27 (03) 2411 AC+/-D 26% 92%

Dieras (04) 200 AT vs AC 16 vs 10%| 91% (DFS)




Case #2
Locally Advanced Primary Breast Cancer:
Multidisciplinary Management

Part I:

Which of the following neoadjuvant options would you
recommend?

* Trastuzumab and a taxane

« Trastuzumab and vinorelbine (Navelbine®)

* Trastuzumab and pegylated liposomal doxorubicin (Caelyx®)
* Trastuzumab + docetaxel (Taxotere®) + carboplatin

- Trastuzumab and an aromatase inhibitor

« Chemotherapy or endocrine therapy alone, no trastuzumab

* Encourage participation in NEO ALTTO clinical trial



Preoperative Therapy: pCR Rates In
HER2-Positive Disease

Study
Pernas et al 2006, n=16 TH - FEC +H
Buzdar et al 2007, n=64 TH — FEC +H
Coudert et al 2005, n=33 D+H
Lybaert et al 2006, n=89 X+D+H
Gianni et al 2007, n=115 ATH - TH - CMF + H (including IBC)
Limentani et al 2007, n=31 D+V+H (including IBC)
Griggs et al 2005, n=18 D+H

B NOAH, all patients

B NOAH, IBC only
B Lapatinib

Hurley et al 2002, n=48
Harris et al 2003, n=40
Kelly et al 2006, n=37
Burstein et al 2003, n=40

Bines et al 2003, n=32
Baselga et al 2007, n=31

Christofanilli et al 2006, n=30

D + cisplatin + H (including IBC)
V+H (including IBC)

AC > T+H (including IBC)

T+H (including IBC)

ATH — TH — CMF + H (IBC cohort)

T+ L (IBC only)
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In Vitro Drug Interactions
With Trastuzumab

Carboplatin Cyclophosphamide Vinorelbine
SK-BR-3 L —— M
BT-474 —— - ——
MDA-MB-361 - o ——i
MDA-MB-453 - o ——
Combination index 0 1 2 0 1 2 0 1 '
Doxorubicin Epirubicin
SK-BR-3 —H —oH
BT-474 —— ——
MDA-MB-361 —— —
MDA-MB-453 —r— —
Combination index__0 1 2 0 1 2
Docetaxel SETEVE Gemcitabine
SK-BR-3 e ——i : .
BT-474 —— — ——
MDA-MB-361 —— — ——|
MDA-MB-453 —— —— ——
Combination index 0 1 2 0 1 2|0 1 '

Pegram et al. J Natl Cancer Inst. 2004;96:739.



Preoperative Chemo + Trastuzumab
Two Randomized Trials pCR Rates

MD Anderson NOAH

P x4 —=»FECx4 288 pts LABC
(40% Inflammatory)

AP x3 =»Px4 = CMFx4

P =.003

Chemo + T Chemo Chemo+T Chemo

Buzdar A et al. Clin Ca Res. 2007;13:228-233; Gianni L, et al. ASCO Breast 2007. Abstract 144.



MD Anderson Randomized
Preoperative HER2+: Cardiac Safety

- Epirubicin dose was limited at 300 mg/m?

* No cases of CHF were observed during or
immediately following treatment

- Two cases of clinical cardiac dysfunction with
trastuzumab-containing regimen reported after
longer follow-up

- Acknowledged only 45 pts; phase Illl trial
planned to validate

Buzdar A et al. J Clin Oncol. 2005;23:3676-3685; Buzdar A et al. Clin Cancer Res 2007;13:228-233.



NOAH Cardiac Safety Data at First
Planned Interim Analysis, %

LVEF worst HER2-positive cohort HER2-negative
value With H (n 114) | Without H (n 113) (n=97)

No change

Absolute decrease
210% <20%

Absolute decrease 2 1 1
220%
CHF responsive to
2
treatment

Iu"w- Ju.

Gianni L, et al. ASCO Breast Symposium 2007. Abstract 144.



Adjuvant Pegylated Liposomal Doxorubicin
+ Trastuzumab

R
A Doxo: 60 mg/m? + Pac/Trastuzumab 12w
N Cyclo: 600 mg/m?
D q 3 wk x 4 cycles
(0) per standard
I\III \N = 180 (1:2 randomization) of care
£ PLD: 35mg/m? +
T Cyclo: 600 mg/m2 + Pac/Trastuzumab 12w
| q 3 wk x 4 cycles +
o Trastuzumab: 4 mg/kg (LD)
N 2 mg/kg q wk
Stratification N e J\ N J ave
CLgERERErEEg) 12 weeks 12 weeks T
. Center rastuzumab
as per PI

Cardiac
Evaluation



Trastuzumab + vinorelbine

Objective response rate

% = u
100 R First-line therapy

= Second-or subsequent-line therapy

80-
60—
40 -
20-

0-

& \6‘ \((‘ \6‘ \6‘ \6‘
&) o 0 0 o 9
Q“‘ s“‘ 6“‘ 0 6T o o€ 6“‘ s‘°
> dx % ge) 'L ‘L ’L Vv o)
\‘&A \‘a\a \,b\.s \0\ \0 ,\ﬁ\ \0 \0\“ \0\‘8
‘o 0% 0° \‘4\ o 0% ©F 0
)’b‘»(\ % 6 9 Q 0\0‘3

Vinorelbine schedule

Jackisch. Oncologist 2006;11(Suppl 1):34—41



BUT FINHER IMPLIES VRL IS INFERIOR TO DOCE?

Recurrence-free Survival (%)

100 T 91.3% Docetaxel/FEC
80~ 86.4%  V/inorelbine/FEC
0
N Events HR P
40 - Doce 502 42
Vino 507 71 0.58 0.005
0.40-0.85
20 - ( )
O | | | |
0 1 2 3 4
No. at Risk Years
Docetaxel ] 0)% 491 431 250 83
Vinorelbine 507 492 411 233 82

Joensuu H et al. N Engl J Med. 2006 Feb 23;354(8):809-20.



Trastuzumab + CAPECITABINE

« 48 pts without prior chemotherapy for
MBC ; 43 evaluated

* Adjuvant chemotherapy (65%), including
anthracycline (42%), docetaxel (9%), and
paclitaxel (7%).

* ORR is 63% (n=27), including 8 CRs (19%)
and 19 PRs (44%).

* Median progression-free and overall
survival have not been reached.

. |:F':‘-I\JI;:.II’.

Xu L et al. Breast Cancer Res Treat 2005



Phase |l Preoperative HER2+
Docetaxel + Carboplatin + Trastuzumab

- n=70, 6 cycles TCH
 T2/T3 (100%), N1/N2 (53%)
* Clinical response 95%
 Breast conservation 64%
 pCR in breast and nodes 39%
* Median f/up 25 months

= 5 local recurrences

= 8 distant recurrences

Coudert BP et al. J Clin Oncol. 2007;25:2678-2684.



BCIRG 006: Overall Survival
Second Interim Analysis

100

86%

% Survival

Patients Events
= — 1073 80 AC->T

—1074 49 AC->TH HR (AC->TH vs AC->T) = 0.60 [0.42;0.85] p=.004
—1075 56 TCH  HR(TCH vs AC->T) = 0.66 [0.47;0.93] p=.017

50

0 1 2 3 4 5

Year from Randomization
Slamon et al. SABCS 2006. Abstract 52.



TAnDEM Study Design

Anastrozole 1 mg daily +
Trastuzumab 4 mg/kg loading

dose 2 2 mg/kg qw until
HER2-positive, disease progression
HR-positive MBC
(n=208)

Anastrozole

1 mg daily until
disease progression

- Crossover to receive trastuzumab was actively offered to
all patients who progressed on anastrozole alone

HR, hormone receptor; MBC, metastatic breast cancer; R, randomisation

Kaufman B et al. ESMO 06 Ann Oncol. 2006;17(Suppl 9).



Overall Survival
Probability 1.0

Events Median OS 95% Cl p value
0.8 - 58 28.5 months 228,424 0.325
64 23.9 months 18.2, 37.4
0.6 -
0.4 - B
0.2 - B LI.
0.0 | | | | I | - | | | | | | |

0 5 10 15 20 25 30 35 40 45 50 55 60

] Months
No. at risk

— A+H 103 91 83 76 63 49 36 24 12 4 3 0 O
- A 104 96 87 73 58 42 34 22 5 2 1 1 0

73/104 patients (70%) received H later during the course of disease
Kaufman B et al. ESMO 06 Ann Oncol. 2006;17(Suppl 9).



Case #2
Locally Advanced Primary Breast Cancer:
Multidisciplinary Management

Part I:

Which of the following neoadjuvant options would you
recommend?

- Trastuzumab and a taxane

* Trastuzumab and vinorelbine (Navelbine®)

* Trastuzumab and pegylated liposomal doxorubicin (Caelyx®)
* Trastuzumab + docetaxel (Taxotere®) + carboplatin

* Trastuzumab and an aromatase inhibitor

« Chemotherapy or endocrine therapy alone, no trastuzumab

« Encourage participation in NEO ALTTO clinical trial



NEO-ALTTO: Study Design

[\ FEC
Trastuzumab Trastuzumab +
6 weeks paclitaxel x 12 weeks x 34 weeks

HER2 3+
Tumors

>2cm
(N=450) Lapatinib x Lapatinib + Lapatinib
6 weeks paclitaxel x 12 weeks x 34 weeks

Trastuzumab
+ lapatinib

Trastuzumab  Trastuzumab + lapatinib

+ Lapatinib + paclitaxel x 34 weeks

X 6 weeks X 12 weeks

EEEEEEEEEEEEEER IIIIIII>

_ _ Disease-free
AP e ey PCR rate

Pl: J Baselga
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