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TRASTUZUMAB

BEVACIZUMAB LAPATINIB

J. O'Shaughnessy’, K. Blackwell2, H. Burstein®, AM. Storniolo®,
G. Sledge*, S. Vukelja® J. Baselga®, M. Koehler’, S. Laabs’,
A. Florance’, D. Roychowdhury’
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tuzumab  Lapatinib inhibits growth of BC
cell lines that acquire resistance
to a therapeutically relevant dose
of trastuzumab

Lapatinib in combination with
trastuzumab is synergistic in HER2+
BC cell lines

trastuzumab

Konecny et al. Cancer Res. 2006;86:1630-1638
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Grade 3 or 4
Rash
Nausea
Fatigue
Vomiting
Dyspnea
Anorexia
Headache

Cough

ASCE

Total # patients with event

- Symptomatic
Related to therapy
Resolved by data cut-off
Fatal




Response Rate, %
(85% CI)
Odds Ratio (95% Cl)

Clinical Benefit Rate, %
(95% CI)
Odds Ratio (85% CI)

Cumulative % Alive withoul Progression

MN=145

6.9 10.3
(3.4, 12.3) (5.9, 16.4)
1.5 (0.5, 3.9)
p=0.48
12.4 24.7
(7.5, 18.9) (17.9, 32.5)

Progressed or Died, n
Median, wks
Hazard ralio (35% CI) 0.73 (057, 0.53)

P value 0.008

30 40

Time from Randomization (whs)
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Combination Therapy 0.72 (0.586, 0.92) 0.0095
vs. Monotherapy
0/z1 0.63 (0.48,0.81) 0.0005
NolYes 0.72 (0.56, 0.94) 0.02
<323 0.73 (0.56,0.95) 0.02

Time from last trastuzumab, as a continuous varable, was not a significant factor

ASC@® A

Hazard Ratio (85% CI) 0.72 (0.36, 0.92)
P Value 0.0085

ve % Alive without Pr ogression
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Lapatinib in combination with trastuzumab is an effective
treatment for HER2+ MBC progressing on or after trastuzumab

— Confirms preclinical synergy

Treatment with this combination:

— Significantly improves PFS (p=0.008)
Doubles clinical benefit rate (to 25%)

— Trend in improved overall survival (p=0.106)

« Study confirms activity of single agent lapatinib (CBR 12.4%),
despite several prior trastuzumab regimans

« The combination has a predictable & manageable toxicity profile

First Phase lll study confirming that more complete HER2
pathway blockade with different anti-HER2 agents improves
patient outcomes

Study met its primary endpoint: 27% reduction in risk of
progression despite prior treatment with multiple trastuzumab
regimens

Findings reinforce the need to evaluate this combination in
earlier MBC and support the ongoing adjuvant study (ALTTO)

Total HER2 blockade with lapatinib and trastuzumab may
provide a chemotherapy-free option for HER2+ MBC patients

13



