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of true treatment effects. r=0.24** r=0.20% non-compliant based on blood sample analyses.
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Removing three sites with high levels of non-compliance
—27 \" —4— 56 bio+ increased the effect size to 0.22 without correction.

‘ Applying sample weights within this subpopulation further
boosted the effect size to 0.44.

biomarker predictions and observed clinical change.
The one-sided p-value and correlation coefficients are
reported given the directional hypothesis.

The MMRM effect size is estimated within the placebo
treatment group, with participants stratified by the
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sertraline and placebo arms. primary endpoint at week 8. Here, the time is modeled as week week
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The prirgary gnalysis population in ALTO-100-phase original weighted ‘. Conclu§|ons | |
2b trial was MDD patients with poor cognition. 0 - 0 - We prospectlvely. r_epllcated an .EEG-based biomarker that
This analysis includes only the subset of patients with —+- 110 placebo —+- 110 placebo predicts nonspecific response (i.e., placebo).
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RCTs are enhanced when accounting for individual
differences in predicted placebo response.

This demonstrates the utility of such biomarkers to improve
detection of true drug effects in RCTs.

Table 1. Demographic details of the patient subgroups included

Age Sex Count

Arm

(mean + std) (M/F) (n)

ALTO-100 phase 2b drug 43.7 £ 12.8 30/36 66
(NCT05712187) placebo| 44.7 +125 | 29/45 | 74

EMBARC drug 37.1+12.6 30/68 98
(NCT01407094) placebo| 36.9 + 13.7 40/70 | 110
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