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BACKGROUND RESULTS

- A phase 3, randomized, multicenter, double-blind, placebo- « The number of subjects who completed the FACT-B questionnaire Figure 1. Adjusted Mean Change from Baseline in FACT-B Total Score®
controlled study compared first-line treatment with lapatinib plus at each visit is summarized in Table 1. Better 1
paclitaxel (L+P) versus paclitacxel alone (P) in adult women with 5
metastatic breast cancer (MBC). Table 1. Number of Subj Completing® FACT-B Questi ire at Scheduled Visits 6

« The study randomized 579 subjects: 291 to receive oral lapatinib 41
(1,500 mg once daily) plus IV paclitaxel (175 mg/m?2 over 3 hours St Zny) Paclitaxel 175 mg/m* 2 l|I I §
every 3 weeks) and 288 subjects to receive IV paclitaxel plus IR i Eacens L O N R | SERTIETEERNEES | RSN S

placebo.

Treatment was administered until disease progression or patient
withdrawal due to unacceptable toxicity or other reasons (i.e.,
consent withdrawal, noncompliance).

Adjusted mean change from baseline

-10- --®-- Lapatinib + Paclitaxel (n = 48)
~—=— Paclitaxel monotherapy (n = 37)

In a subgroup analysis of 86 ErbB2-positive patients
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(n =49 L+P, n = 37 P), time to tumor progression for L+P was
significantly improved, with an emerging trend for survival Visit week

.1 L+P minus P 2.9(-4.4,10.1) 4.1(-33,11.5) 5.0 (-2.6, 12.5) 6.3 (-1.4, 14.0)
beneflt' Pvalue 0.437 0.277 0.195 0.105

“The bars indicate + 1.96 standard errors.

Figure 2. Adjusted Mean Change from Baseline in FACT-G Score®
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- QOL was assessed using the Functional Assessment of Cancer 2 1 —:—pa':i:'.::afm;.cur;:x(ni)m
i - . . . 2 ki Worse -1 T T T T T
Therapy Breast' (I.=ACT B.) questlon.nalre '(versm? 4),2 which Day 1 Pra-dose g s = %
measures multidimensional QOL in patients with breast cancer. Visit week
. . . g L+P minus P 1.1 (5.1, 7.2) 1.5 (-4.9, 7.8) 2.6 (-3.9, 9.0) 3.5 (-3.0, 10.0
- Itis a 37-item (27 general questions and 10 breast-cancer-specific sComplete was defined as completing at least one question in the FACT-B questionnaire. P value g.m J (0.651 J 3.429 ) (u.zsz )

questions), self-reporting instrument with a recall period of 7 days.

“The bars indicate + 1.96 standard errors.

Outcome measures include the FACT-B total score, FACT-General
(FACT-G) score, and Trial Outcome Index (TOI) score.

Compared to the P arm, subjects in the L+P arm had slightly lower
values for all scores suggesting that patients receiving L+P had

« The FACT-B produces five subscale scores - physical well-being lower QOL at the beginning of treatment than patients who Figure 3. Adjusted Mean Change from Baseline in TOI*
(PWB), social/family well-being (SWB), emotional well-being received P alone (Table 2). oot
(EWB), functional well-being (FWB), and breast cancer subscale o ';_
(BCS). % '
Table 2. f Baseline St by Treatment a
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FACT-B total score = PWB + SWB + EWB + FWB + BCS 175 mg/m? & R l ‘
2
FACT-G score = PWB + SWB + EWB + FWB ; .
g 4
TOIl score = PWB + FWB + BCS _S o
=) -10- --®-- Lapatinib + Paclitaxel (n = 48)
< —=— Paclitaxel monotherapy (n =37)
- A clinically meaningful change has been estimated from previous Worse B y z T z
studies (2-3 points for BSC, 7-8 points for FACT-B total score, ey hre-dose TRy
5-6 points for FACT-G and the TOl scores).? L+P minus P 1.8(-33,6.8) 32(-18,83) 39(-1.1,89) 5.3(0.2,10.4)
. . . L. P value 0.489 0.205 0.121 0.041
« The questionnaire was completed at the screening visit, week 9,

every 12 weeks thereafter, and at discontinuation of therapy. “The bars indicate + 1.96 standard errors.

All withdrawals were included in analyses up to the time of
withdrawal. Missing FACT-B data were imputed using the LOCF
method for scheduled visits (no imputation applied to the data at
discontinuation).

For the assessment at discontinuation, treatment differences were
statistically significant for the FACT-B total score (P = 0.039) and
the TOI score (P=0.032), and it approached statistical significance
for the FACT-G score (P = 0.066) (Table 3).

Baseline scores were summarized by treatment group for each of
five subscales and for the FACT-B total score, FACT-G score, and

TOl score.
Table 3. Adjusted Changes from Baseline for FACT-B Total Scores, FACT-G Scores, and

TOI Scores, for the A at Di

Changes from baseline in the FACT-B total score, FACT-G score,
and TOl score were analyzed by parametric analysis of covariance
(using baseline value as a covariate).

FACT-B = Functional Assessment of Cancer Therapy-Breast; FACT-G = FACT-General; SD = standard
deviation; TOI = Trial Outcome Index.

Overall, the L+P arm showed improvement compared to the P arm
for FACT-B total scores, FACT-G scores, and TOI scores at all
scheduled postbaseline visits. The group difference in mean
change from baseline, although not statistically significant,
increased over time in favor of L+P, from 2.9 to 6.3 (FACT-B), 1.1 to
3.5 (FACT-G), and 1.8 to 5.3 (TOI) from week 9 to week 45, FACT- = Functional of Cancer Therapy-Breast; FACT-G = FACT-General;
respectively (Figures 1-3). TOI = Trial Outcome Index.
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compared to subjects treated with P alone.

- The addition of lapatinib to paclitaxel significantly prolonged time
to progression without any detriment to QOL, giving overall clinical
benefit to ErbB2-positive patients in a first-line MBC setting.




