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Introduction . Resuts

Background: Chronic fibrosis is driven by a vicious cycle where persistent inflammation activates fibroblasts to produce excessive scar
tissue, which in turn fuels further inflammation. Despite being a major worldwide health crisis, available therapies for fibrotic
conditions are not disease modifying, leaving a desperate need for more effective treatments. Novel approaches to address chronic A Single dose PK B Multi dose PK
fibrosis may be found within the aminoacyl-tRNA synthetase (aaRS) family of enzymes, which regulate physiological and pathological

Fig 3: Comparable Pharmacokinetic (PK) Profiles and Anti-Drug Antibody (ADA) Levels Between IP and SC Dosing of ATYR0101
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Aim: In the current proof-of-concept study, we assessed the potential of subcutaneous (SC) delivery of ATYR0101 to disrupt the self- Hours post injection Day
perpetuating cycle of chronic fibrosis and inflammation by examining its exposure, antigenicity, and ability to impact the chronic
immune response downstream of tissue injury. Dose Crnax tija AUClast Dose Crnax tija AUClast
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discovery and development of potential
first-in-class medicines based on newly
discovered pathways effected by
extracellular tRNA synthetases.
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0——T"—"1 0 ; ; . « ATYR0101 demonstrates significant potential as a novel anti-fibrotic therapeutic agent with systemic exposure.
© © N N . . . . . .
\@“0 S Q_&“ @4‘” & QS;S  Subcutaneous delivery of ATYR0101 yielded good exposure, low ADAs and comparable activity in reducing lung
& A . .
NS & inflammation.
 Continued therapeutic development of ATYR0101 with subcutaneous delivery modes and more detailed
ATYR0101 reduces fibrosis and the frequency of aSMA+ cells in the bleomycin lung fibrosis model. (A) The prophylactic exploration of effects on downstream fibrosis in preclinical models may provide additional opportunities for
bleomycin lung fibrosis efficacy study, wherein mice were induced with bleomycin on day 0 and received 10mg/kg ATYR0101 or clinical applications in patients sufferine from fibrosis
PBS via IP injection three times per week beginning on day 0. Nintedanib served as the positive control and the study terminated PP P 5 '
on day 21. ATYR0101 treatment led to a significant reduction in (B) Ashcroft score, (C) collagen content and (D) the frequency of a- Ack led ts: Thi " ted bv aTvr Ph |
smooth muscle actin positive (adSMA+) cells. *P < 0.05, **P < 0.01, ***P<0.001, ****P<0.0001 by ordinary one-way ANOVA. cknowiedgements: 1hIs WOrk was supported by alyr Fharma, inc.
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