Treatment with ATYR1923 reduces biomarkers in COVID-19 pneumonia
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ATYR1923 is a novel immunomodulator that is in development for the treatment of severe inflammatory lung diseases, and was recently evaluated Selection & Characterization of Elevated Biomarkers
in a Phase 2 randomized double-blind placebo-controlled study in patients with severe pneumonia related to SARS-CoV?2 infection (COVID-19).
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to the Fc region of human immunoglobulin 1 (IgG1). The amino acid sequence of the 59 amino acid domain in
ATYR1923 corresponds identically to the extracellularly active N-terminal domain of histidyl-tRNA synthetase (HARS). Undetectable Detected: Detected: ey
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In solution, the ATYR1923 molecule forms a homodimer, similar to other Fc fusion proteins. ATYR1923 has been HARS AA 2-60
shown to decrease inflammatory cytokine production, including IL-2, TNF-a, and IL-13 from human T cells activated Figure 1: Serum biomarker characterization. Individual biomarkers were stratified based Figure 2: Biomarker classification. Individual biomarkers were grouped based on detection, elevation
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vitro and in vivo activities substantiate that ATYR1923 directly modulates T-cell responses.
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. Human serum: Serum samples were received frozen from a central . sample values were calculated using an interpolated standard curve The immunomodulatory activity of ATYR1923 was evaluated in patients with COVID-19 related severe pneumonia and changes in serum biomarkers
laboratory. Samples were thawed at room temperature, aliquoted & tested multiplied by dilution factors and reported as an average of the replicate was selected as an exploratory endpoint. Trial participants were enrolled while receiving current standard of care, including remdesivir and/or
in duplicate at recommended kit dilutions. values in nanograms or picograms per milliliter (ng/mL or pg/mL). dexamethasone which are known to impact inflammatory biomarkers. Prior to initiation of this trial, treatment groups were randomized to placebo
. Biomarkers: Serum ferritin and D-Dimer were analyzed at the clinical site . Patient samples from pre-dose to day 5 were prioritized due to sample or ATYR1923. Post-hoc analysis of baseline characteristics and inflammatory biomarker levels suggested that ATYR1923 treatment groups contained
ver local standards. All other biomarkers were run using Meso Scale aumbers and disease resolution more severe COVID-19 patients. In spite of this, ATYR1923 demonstrated a greater overall trend of reduction in inflammatory biomarkers as
Diagnostics V-PLEX Human Biomarker 40-Plex Kit (Cat.# K15209D) according . Arandom coefficient regression model was fitted to each biomarker to compared to placebo. Inflammatory cytokines and chemokines, including IFNg, IL-6 and MCP-1, showed improved normalization with ATYR1923
to the manufacturer’s recommendations and analyzed on a MSD QuickPlex estimate the rate of change from day 1 to day 5 by treatment, referred to than observed in patients treated with placebo alone. In addition, ATYR1923 demonstrated a statistically significant rate of reduction in serum
5Q 120. : amyloid A (SAA) by day 5, a known marker of inflammation and fibrosis in target indications for ATYR1923. Patients treated with ATYR1923
as slopes analysis.
 Data analysis: Biomarker results were analyzed using GraphPad Prism v7.02 . Key biomarkers were defined as those most relevant to COVID-19 disease demonstrated trends of overall improvement in 82% of biomarkers analyzed compared to placebo. While this study was not powered for statistical
and Rv4.0.3 orogression or ATYR1923 mechanism of action significance, there were clear signals that ATYR1923 treatment reduced systemic inflammatory biomarkers in an acutely inflamed patient

population.
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