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Quality-adjusted survival (QTWiST) was favored for the combination
arm, but differences between groups were not statistically significant at
hypothetical utility levels.

Among HR+, HER2+ MBC patients, treatment with L+Let, a
chemotherapy-free regimen, increased PFS while maintaining QOL and
showing greater quality-adjusted survival when compared with Let
alone.

simultaneously.?
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—Per convention, TWiST was assigned a nominal utility value of 1.

Using this methodology, survival time is discounted under the
assumption that days of sickness are of less use to a patient than days

METHODS without sickness, resulting in a measure for quality-adjusted survival.

QOL Assessments
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* Because QOL assessments were stopped after treatment termination, few
patients completed the questionnaire after week 48, and the results

2Adjusted for baseline score.

FACT-B produces five subscale scores—physical well-being
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studies (2-3 points for the BCS, 7-8 points for the FACT-B total
score, 5-6 points for the FACT-G and the TOI scores).*

The FACT-B questionnaire was completed on day 1 predose,
every 12 weeks, and at study withdrawal.
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Figure 5 illustrates Q-TWiST differences of 9.5 weeks across the
matrix of hypothetical utility weights, favoring combination therapy.
Utility weights for REL and TOX are shown on the X andY axes.The
magnitude of the Q-TWiST difference (in weeks) is given by the
numbered lines within each plot. Shaded areas represent different
levels of statistical significance.

All withdrawals were included in analyses up to the time of
withdrawal. Analyses were based on observed data.

Changes from baseline in the FACT-B total score, FACT-G
score, and TOI score were analyzed in the HER2+ population
using analysis of covariance with baseline value as a
covariate.

A sensitivity analysis was performed using all AEs in the definition Presented at: 2009 Breast Cancer Symposium
of the TOX state. In this scenario, there was less difference in October 8-10, 2009

* In a responder analysis, patients achieving MID in QOL scores

2 Pvalues are from Fisher’s exact test.
(QOL responders) were compared using Fisher’s exact test. SD = standard deviation. ®n is number of subjects with baseline and at least one postbaseline score. QTWIiST between the two treatment arms. San Francisco, CA, United States



