INTERCEPT-AD Biomarker Results: Early effect of sabirnetug treatment on synaptic biomarkers in Alzheimer's disease
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Introduction Results

Amyloid Plaque Soluble amyloid B oligomers (ABOs) accumulate early in Alzheimer’s

Sabirnetug-Associated Changes in CSF Synaptic Biomarkers Neurogranin & VAMP?2 Indicate Downstream Pharmacology After 3 Doses
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Figure 1. Sabirnetug is highly selective for soluble, synaptotoxic amyloid B oligomers (ABOs). Amyloid beta (AB) peptides, including 1-42 and 1-40, are generated from Q‘bo O?‘$ O’}§ O?‘$ Q@O O?‘$ o’j/\$ O?‘$ QQ?O O?‘$ O(.]’$ O?‘$ ( ) observ?d for any biomarker in the Slngle
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depend on synaptic activity and receptor binding. The synaptic toxicity of ABOs is elicited through several mechanisms that disrupt normal synaptic function, including tau AN q‘,o S AN rfp S AN rf,o S
hyperphosphorylation, calcium dysregulation, and inhibition of long-term potentiation, ultimately contributing to the early stages of neurodegeneration and cognitive impairment
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Figure 2. INTERCEPT-AD was a phase 1 clinical trial testing the safety, pharmacokinetics, and pharmacodynamics of sabirnetug in MCI and mild dementia due to 60— : 60— : 60— - reduction. No statistically significant correlation
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Figure 3. In INTERCEPT-AD, multiple ATX(N) biomarkers (A = AB pathway, T = tau-mediated pathophysiology, X = additional pathophysiological mechanisms . - : . : - - - - ¢ s & =e
such as synaptic dysfunction, N = neurodegeneration?) were measured in CSF and EDTA-plasma. These biomarkers are indicated in the graphic above. Biomarkers for The decreases in CSF VAMP2 and neurogranin correlated with time of drug EXposure but not with amyI0|d plaque reduction in this small Sample- '3-3-33:-5 ssass
which data are presented in this poster are highlighted in red (left inset): A synapse is enlarged to show the neuronal localization of the three synaptic biomarkers - : - Sy - : : - . . _ :33. TR
measured in CSF: neurogranin (P75 truncated form measured), vesicle associated membrane protein 2 (VAMP2), and neuronal pentraxin 2 (NPTX2). Figure adapted from Das et al. Long term changes in biomarker IeVEIS’ amyI0|d depOSItlon' and clinical efﬂcacy of Sablrnetug will be evaluated over 18 months in the ongoing ALTITUDE

Alzheimers Res Ther, 2023.9 Neurogranin was measured via ELISA (EUROIMMUN), VAMP2 via ELISA (ADx prototype), and NPTX2 via ELISA (Fujirebio). All assays were run at AD phase 2 study (NCT06335173).
Amsterdam UMC. Results for AB;.4>/ABi.40 & the tau proteoforms in CSF were presented at the 2024 AD/PD™ meeting in Lisbon, Portugal. Results for the sabirnetug-associated
changes in ATX(N) biomarker levels in plasma were presented at the AAIC 2024 meeting. Statistical methods are described in the caption of each figure.
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