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Designs & Analysis

e Tumor size data are simulated for a total of N=60 patients

e Measuring times: before treatment, at week 2, 4, 6 and 8

e Three different designs investigated: 1 arm (historical comparison), 2 arms and

Figure 1: Tumor size evolution if additivity (left) or synergy (right) of C and
M, for different doses of C

INTRODUCTION

e |n oncology, there is a growing interest in the use of combination therapies
in early clinical trials, but most of the time only monotherapy data from each

M + C : Additivity scenario M + C : Synergy scenario
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Global Kruskal-Wallis test

Comparison of ETS8 between the 4 arms.
If significant:

Dunnett test

Model and simulations settings

e [ongitudinal tumor sizes for the combination of C and M are simulated under
a tumor growth inhibition (TGl) model, the parameters used (Table 1) were
reported in a previous cetuximab analysis®

One-sample Wilcoxon test

ETS8 compared to a «reference» ETS8 value
expected under C only (reference obtained by

Two-sample Wilcoxon test
Comparison of ETS8 between the 2 arms

simulation without effect of M) C - :
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CONCLUSIONS

e The 1 arm design provides the maximum power, but could lead to a strong

inflation of tvoe | error in case of wrona historical reference e This work highlights the strengths and weaknesses of different early clinical
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¢ ' M e The 1 arm design demonstrated a better power of tests than 2 or 4 arms, but implies
strong assumptions on the historical control, leading to strong inflation of type | error
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— Under H1, Additivity (INT_CM = 0) / synergy (INT_CM = 2) e The 2 arm design provides a better control of type | error than 1 arm
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