KEY FINDINGS

* Explainable Al uncovered clinically interpretable responder
subgroups within a negative Phase 3 trial

Decoding Heterogeneity in A4:
Explainable ML Identifies Solanezumab-
Responsive Subgroups in Preclinical AD

* Responders demonstrated greater regional brain reserve
(right amygdala / right superior temporal cortex) and stronger

baseline psychomotor speed / attention
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(?) RESEARCH QUESTION

To test whether a novel machine learning method can surface patient subpopulations with differential response within a negative
Alzheimer’s disease trial and to deconstruct those populations into explainable and unexplainable subgroups.
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e Subgroups showed large treatment effects (Cohen’s d up to
1.52) with minimal placebo-associated benefit

e Suggests anti-amyloid efficacy may depend on preserved
network integrity
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R ES U LTS : Original A4 trial: No significant benefit (Cohen’s D = ~0, :
p=0.26). Explainable Al identified two subgroups with =
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NetraAl Results: I_significant treatment effect. l

2 subpopulations with greater regional brain volume and stronger baseline psychomotor speed and attention demonstrated less

decline with sola at Week 240. Specifically: General dataset characteristics:
Analytic dataset mirrored total dataset trend of overall
 Higher baseline volume in areas responsible for recognizin%, interpreting, and responding to emotional and social better response to placebo versus sola but showed more
information (right amygdala or right superior temporal cortex) and decline in both groups. At Week 240, PACC decline for

laceb 1.80 points vs. 1.13 points in the total dataset
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PACC Score Change : Comparison of Two MDSs versus
Subsample and Total Dataset

n=21/151 Cohen’s D = n=51/151 Cohen’s D =
14% of patients 1.52 34% of patients 0.754
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K ‘ Normalized Score of +0.14 to +2.37 Y ‘ Normalized Score of +-0.76 to +2.37
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Sola for MDS Placebo for MDS

*Negative values indicate decline, positive values indicate improvement

INTERPRETATION LIMITATIONS §' CONCLUSIONS <> NETRAMARK

DISCLOSURES

Explainable Al revealed biologically coherent responder profiles Small subgroup sizes, independent 1) Brain reserve, preserved cognition may enrich for Ry oo T s e e
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