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Introduction

Background: Proteolytic cleavage and alternative splicing give rise to unique tRNA synthetase fragments, which can reach the extracellular space
and interact with cell surface and extracellular proteins.!' 2 As a result, these fragments have functions that are distinct from the canonical roles of
tRNA synthetases in protein synthesis and present the potential for the development of novel therapeutic approaches. Proof of concept for this (A) (B) ATYR0101 binding to A549 cells (C) ECM from WI-38 cells
approach has recently been established for efzofitimod, a Fc-fused fragment of histidyl-tRNA synthetase (HARS). Efzofitimod, which binds to HH
neuropilin-2, induced dose-related improvements on multiple measures of efficacy in a phase 1b/2a trial in patients with pulmonary sarcoidosis,
with a confirmatory Phase 3 study underway.3 4

LTBP-1 is a binding partner of ATYR0101
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Aim: Aspartyl-tRNA synthetase (DARS) is known to be released from cells and detected in serum. To identify binding partners for secreted DARS,
we employed a ligand-receptor capture screen® that identified latent-transforming growth factor beta-binding protein 1 (LTBP-1) as a binding
partner for the DARS fragment ATYR0101.
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(C) Lung myofibroblasts were treated
with siRNA and a protocol similar to (A)
was carried out. LTBP-1 knockdown
prevented the binding of ATYR0101 to
the ECM deposited by differentiated
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Efzofitimod initiated a global Phase 3 clinical study WI-38 cells.
in patients with pulmonary sarcoidosis.
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Conclusions and future directions
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* LTBP-1 was confirmed as a binding partner of ATYR0101.
e Binding of ATYR0101 to LTBP-1 was validated using multiple methods:
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* Colocalization with LTBP-1 in the extracellular matrix deposited by WI-38 cells and binding was reduced by siRNA knockdown of LTBP-1.
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* Direct interaction with recombinant LTBP-1 in an AlphaLISA assay.

* Increased binding to the cell surface of overexpressed membrane-anchored LTBP-1 in HEK293 cells.
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