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Neoadjuvant regimen

Steger 2002 Trastuzumab gwk x 12 + docetaxel qwk +
epirubicin qwk

Carey 2002 AC x4  (trastuzumab + paclitaxel) qwk x 12

Mehta 2005 (ddAC + GM-CSF) g2wk x 4 - Trastuzumab
gwk x 12 + paclitaxel/carboplatin g3wk x 3-4

Untch 2005 EC g3wk x 4 - Trastuzumab g3wk x 4 +
paclitaxel g3wk x 4




acy rates of trastuzumab
thracycline-containing chemot

Neoadjuvant regimen - PCR rate

Trastuzumab gqwk x 18 + (intermittent weekly 59%
paclitaxel+gemcitabine) q3wk x 6

Harris 2003 Trastuzumab qwk x 12 + vinorelbine qwk 39 21%
Burstein 2003 Trastuzumab qwk x12 + paclitaxel g3wk x 4 40 IHC 3+ 19%

IHC 2+ 13%
Bines 2003 Trastuzumab qwk x 14 + (docetaxel qwk x 6 33 12%
2 wk off) x 2
Schiffhauer 2003 Trastuzumab gqwk x 12 + docetaxel q3wk x4 16 25%
Hurley 2006 Trastuzumab qwk x 12 + (cisplatin + docetaxel 44 17%
g3wk x 4 + G-CSF + EPO)
Chang 2006 Trastuzumab qwk x 12 + 11 36%
(docetaxel+carboplatin) q3wk x 4
Limentani 2007 Trastuzumab qwk x 12 + 31 39%

(docetaxel+vinorelbine) q3wk x 4

Proc ASCO 2003;Abstract 86  Breast Cancer Res Treat 2003;82(Suppl 1):5
):56;Abstract 243 Breast Cancer Res Treat 2003;82(Suppl
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Doxorubicin 60 mg/m? IV day 1
Cyclophosphamide 600 mg/m? IV day 1

Every 21 days x 4 cycles

< r=£00Z2>» 31
Z 0 — Wwnw wm x>

Docetaxel 75 mg/m? |V day 1
Cyclophosphamide 600 mg/m? |V day 1

Every 21 days x 4 cycles
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48 72
w%DFS o8 93 B3 @@ Bd
AC 510 103 a3 78

%OFS 988 93 B6

% Survival 88 98

TC 506 25
% Burvival 99 97

AC 510 73

Patients at risk per year:
12 Months 24 Months 36 Months 48 Months 60 Months 72 Months

TG 506 478 440 408 374 7
AC 510 483 450 40 369 307

Patients at risk per year:
12 Manths 24 Months 36Months 48 Months

&0 Months 72 Months

TC 806 483 458 431
210 489 466 433

389 332
400 335
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PG arm (21-day cycle)

Day 1:
Paclitaxel 175 mg/m? (3hr)

> Gemcitabine 1250 mg/m?

Day 8:
Gemcitabine 1250 mg/m?
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P arm (21-day cycle)

Day 1.
aclitaxel 175 mg/m? (3hr)
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Stage II or III
Breast Caner

excluding
T2NO

Paclitaxel 80 mg/m? (1hr)
Gemcitabine 1200 mg/m?(30 min)
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Dose leve

Dose level on D1 Dose level on D8

Paclitaxel Gemcitabine Paclitaxel Gemcitabine

1200 mg/m?2 80mg/m?
1000 mg/m?2 70mg/m?

800 mg/m? 60mg/m?

800 mg/m? Daily CBC
level as soa

ower, G-CSF use is encouraged.
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Baseline characteristics

HER2 positive HER2 negative
With H (n=115) Without H {n=112%) (n=99)

Stage group, %
T4, non-inflammatory 42 44
Inflammatory disease 27 14
N2 or ipsilateral nodes £h 41

Hormone receptor status, 9
ER and / or PgR positive 35 64
Both negative 65 36

Age group, %
<50 years 46 41 51
=50 years 54 59 49

21/113 did not receive athics approval for the last protocol amendment at the moment of the analysis

ER, oestrogen receptor; PgR, progeslerons receptor




Baseline characteristics (%)

HEHZ positive HERZ negatwe
With H (in=114) Without H (n=113) [n=99]

Stage group

T4, non-inflamm atony =0 =0 3

Inflammatorny diseaze g4 0 14

Mz aripsilateral nodes =0 =0 <
Hormone receptor status

ER and/ or PgR positive =5 25 G}

Both negative G5 (el 26
Age gqroup

<40 years g5 g2 a1

=0l yaars Al As 0
Aeillary nodes

MO 12 16 17

M1 g a7 =

M2 47 arF .
Ip=ilateral supraclavicular nodes

Mo 2 a5 8] a

Tes & B 7
Bazeline LWEF, median g3 g3 g3

ER, cestrogen receptor; LWEF, left wentricular ejection fraction; PgR, progesterone receptaor



Serious adverse events (SAEs)

HERZ positive

wiith H (h=1159)

wiithout H (r=113)

HERZ negative
(=494

Total patents with =1 SAE

sudden post-surgery death®
Cardiac toxicity
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2

10

Febrile neutropenia

Meutropenia G4, hospitalized
Fewver with prneumonitis
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Infection
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g/kg IV over 30 min weekly
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d 8 g 3-week

ation:
asone, serotonine antagor




Platelet count
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AND >75,000
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ANC (JuL)*

e result of blood counts Day 8

Dose level on D8
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