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BACKGROUND RESULTS OAT-889 exhibited significant anti-remodeling activity: decreased airway wall
thickness and reduced collagen deposition around bronchioles.
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Acidic mammalian chitinase (AMCase) and chitotriosidase (CHIT1) are
the enzymatically active chitinases, which have been implicated in the
pathology of diverse lung diseases. While the mechanisms through
which chitinases promote lung inflammation and airway remodeling
have not been fully elucidated, several studies have demonstrated that
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In 7-week-long HDM-induced airway inflammation model OAT-889 administered qd in a
therapeutic regiment significantly reduced the total number of leukocytes and eosinophils
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chitinases mediate both the pro-inflammatory and the pro-fibrotic " BALF; . i

responses in the lungs. AMCase expression is upregulated in tissue 2 ‘Zi ot

macrophages and epithelial cells in lungs of asthma patients and CHIT1 é"g 222222 %Emooo = OAT-558 (3 mgho) 1 -
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patients with the interstitial lung diseases. To assess effects of inhibition @E 100000- . o % 50000- - = " contro Hom ATy
of chitinases on inflammation and lung remodeling, we evaluated 1 E 50002' N Eé N .

activity of a dual AMCase/CHIT1 inhibitor in 3- and 7-week-long HDM- 5 3 CONCLUSIONS

induced airway inflammation mouse models.

Anti-inflammatory activity of OAT-889 correlated with a significantly reduced chitinolytic

L OAT-889 demonstrated a therapeutic efficacy in the mouse models of allergic
activity in BALF and serum.
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OAT-889 has a favorable pharmacokinetic profile in mice. S§ . - S S . PHARMACOKINETICS
£ ‘ E s E ; The pharmacokinetic properties of OAT-889 were evaluated in female BALB/c mice following single intravenous
OAT-889 Pharmacokinetic Parameters 0 ’ bolus or oral administration in a 20:80 solutol:5% glucose in distilled water vehicle (3 mice/group/timepoint).
. Route v PO Samples were stored frozen at -80°C prior to compound extraction and LC/MS analysis.
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