Estimating heterogeneity of treatment effects in clinical trials

EVIDENCE IN REAL RCTs

INTRODUCTION

« Outcomes from large clinical trials are reported with group
means and effect sizes.

METHODS

The distribution of treatment responses in each arm is represented by sorting patients in each
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arm ordinally by response and then plotting response across percentiles. Let P(x) represent
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the difference between the treatment and placebo cumulative responses:
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« For example, the population effect of SSRI is ~2 points on the
HAMD-17. This is below the clinically relevant individual effect
(3-7 points). But it is often assumed that subgroups exist who
receive larger benefit. However, heterogeneity of treatment
effect has not conclusively been shown to exist.

* Volkmann 2020 & Maslej 2021 questions the existence of
heterogeneity of antidepressant response based on meta-
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Then, eHTE is calculated as the standard deviation of the differences across percentiles D(xi)
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divided by the standard deviation of placebo response:
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_ SD(D(x1))
eHTE = /SD(placebo) Eq. 2

This ratio represents the relative variability in responses between the two arms, normalized by
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