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INTRODUCTION: During the evolution of complex organisms, aminoacyl-tRNA synthetase genes evolved to incorporate new sequences and generate multiple BlO D2 donor
splice variants which have novel functions. Histidyl-tRNA synthetase and its splice variants are secreted and modulate the activity of the immune system through a *
novel pathway, termed the Resokine pathway. We have shown that Resokine proteins containing the N-terminal immunomodulatory (iMod) domain were
effective in reducing bleomycin-induced lung fibrosis in rodents, demonstrating the functional significance of the Resokine pathway in the lung. ATYR1923 is a
potential therapeutic comprised of the Resokine iMod domain fused to a human IgG1 Fc, which extends the circulating half-life of the molecule, resulting in a
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administration of ATYR1923 might modulate immune responses in multiple organs, including lung and skin. We tested this hypothesis in a sclerodermatous Donor (7) o ® ° - oo —
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were transplanted into whole body irradiated recipient Balb/c mice. Treatment with ATYR1923 (0.4 mg/kg, intravenously once a week) was compared with T and B CE" Q o — (D) .
nintedanib, (60 mg/kg, orally daily), with administration beginning at Day 7 (early intervention) or at Day 21 (late intervention). Scheduled euthanasia was & SplenOcyteS Prolif . 0% O ® * o [ X ] [ | wn 24 883 o ® [ N> o
conducted 8 weeks after transplantation to collect lungs and skin for histological evaluation and collagen content. Py roliteration O 3- D o0 t Q 1 5- ‘. —rh——
RESULTS: As expected, nintedanib decreased lung and skin fibrosis in murine scl cGvHD, qualifying the data obtained in this experiment. ATYR1923 at 0.4 mg/kg '\.‘7“.{. Autoantibodies 2 @ u e — n [ ] -.-l ) DD a® —_— c v ®
weekly beginning on Day 7 in murine scl cGvHD exerted therapeutic activity in both skin and lung as revealed by significantly decreased dermal thickness in the - . 2 104 = [ O D () —
skin and histological fibrosis (Ashcroft score) in the lungs in comparison to untreated controls. The number of myofibroblasts and hydroxyproline (i.e., collagen) Productlon = D . v o ﬂ o E e "
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CONCLUSIONS: ATYR1923 is efficacious in a murine model of scl cGvHD when administered weekly at 0.4 mg/kg. ATYR1923 had robust activity when treatment C_J o 7)) o0 c 1+ o
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the iMod domain’s primary effect is via modulation of immune response rather than fibrotic pathways. Based on the pre-clinical data, including in vitro, in vivo o) [ 14 Q g 0.5-
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Imnlt\;la’:l/aegflg D(II\D/;}/S;icle: 50 mM L-His, 140 ATYR1923: 0.4 mg/kg IV QW D8, D15 Intravenous (IV) vehicle: 20 mM L-His, 150 Early intervention D2, D9, D16; Late Data were analyzed by Kruskal-Wallis non-parametric ANOVA followed by Dunn’s multiple comparison test to allogenic vehicle-treated controls terminated at 8 weeks. *p < 0.05, **p < 0.01, ***p<0.001, ****p<0.0001.
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