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(Visualization of non-inferiority margin of synthesis method)
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FDA non-inferiority guidance "’

was drafted in 2010 and finalized in 2016. In this guidance, two margins
are described for ensuring 1) that the test drug has an effect greater than placebo (called M1), and 2)
preservation of a specified portion of the control effect (called M2). FDA thinks the synthesis method can
be used for M2. If the synthesis method is used for M2, the fraction M2/M1 of the control effect (that is
to be preserved in evaluating non-inferiority) is specified in advance, but quantity of M2 is not specified
because it synthesizes the data from the historical studies and the current non-inferiority study, reflecting
the variability in both data sources. The synthesis method with an appropriately chosen value of
preservation rate is always more efficient than a fixed-margin approach that achieves the same control of
the type 1 error rate. However, considering of the feature above, there is another argument that a
fixed-margin method is more intuitive and easy to understand than the synthesis method because quantity
of margin for a fixed-margin method is specified in advance and can be visualized.

In this presentation, we will explain how to obtain the back-calculated margin for the synthesis method and
visualize the margin without the data from the current non-inferiority study. In addition, we will mention
the use of the back-calculated margin of the synthesis method such as communication with regulatory
agencies, explanation for non-statisticians (i.e., clinicians).

[1] Non-Inferiority Clinical Trials to Establish Effectiveness Guidance for Industry, 2016
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