Anti-Fibrotic Activity Observed Across Preclinical Models of Pulmonary and Renal Fibrosis for a
Potential Therapeutic Based on Asp-tRNA Synthetase
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Introduction: Evolutionarily conserved domains of aminoacyl tRNA synthetases (aaRS) undergo proteolytic cleavage or alternative
splicing to generate fragments with specialized extracellular signaling roles that regulate disease states. Previously, aTyr has developed
one such splice variant of His-tRNA synthetase (HARS) into the drug candidate efzofitimod, which is currently in a Phase 3 clinical trial for

Figure 3: ATYR0101 Exhibits Anti-fibrotic Activity in Models of Renal and Lung Fibrosis
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LTBP-1 expression can also be detected
and is elevated in fibrotic lungs from the
bleomycin lung fibrosis model (F-H),
including fibrotic foci within the lung (G).
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e LTBP-1is widely expressed in normal
healthy mouse kidney (I-K), though it is
absent from glomeruli in the cortex (J) as
well as the interstitium (K).

e LTBP-1is also widely expressed and
elevated in fibrotic kidneys from the UUO
model (L-O), dark granular staining can
be detected in some tubules (M) as well
as the interstitium (N).
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* Inthe mouse UUO kidney fibrosis model (A), ATYR0101 treatment leads to a reduction in terminal organ weight (B) and cortical collagen content (C), as well as a significant
! . reduction in fibrosis as determined by pathologist review (D).
Figure 1: tRNA Synthetase Drug Discovery Platform
* Inthe mouse lung bleomycin model of fibrosis (E), ATYR0101 leads to a significant reduction in collagen content (F) and Ashcroft score (G).
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Conclusions

 ATYRO101 reduces fibrosis and fibrotic markers in models of kidney and lung fibrosis.

 The mechanism of action for ATYR0101 differs from the current standard of care in lung fibrosis.

 ATYRO101 has potential to be a novel anti-fibrotic therapeutic agent for renal and pulmonary fibrosis.
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