Pulmonary Delivery of PRS-400 Anti-Jagged-1 Anticalin® Proteins Reduce Inflammation-Driven Goblet Cell Metaplasia and
Mucus Hypersecretion in Vivo
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Background Results
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chronic obstructive pulmonary disease, cystic fibrosis (CF), primary

ciliary dyskinesia and non-CF bronchiectasis, is obstruction caused by
mucus hypersecretion and/or impaired mucociliary clearance.

Pulmonary delivery of PRS-400 Lead candidate dose-dependently prevents IL-13-induced goblet cell
metaplasia and mucus hypersecretion in vivo
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goblet and FOXJ1* cells. D) Representative histological images of Periodic acid—Schiff (PAS)-stained and FOXJ1-immunolabeled airway sections. Statistics: non-parametric Kruskal-Wallis followed by
Dunn’s Multiple comparison test. * p < 0.05, ** p < 0.01, *** p < 0.001, *** p < 0.0001.

proteins (PRS-400 Parental/precursor molecule and PRS-400 Lead
candidate) ex vivo and in vivo for the treatment of muco-obstructive
lung diseases via inhalation.
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Pulmonary delivery of PRS-400 Lead candidate reverts preexisting IL-13-induced goblet cell metaplasia and

mucus hypersecretion in Vivo
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Figure 3. Air-liquid interface (ALIl) cultured normal human bronchial epithelial cells, were air-lifted for 21 days prior to treatment to generate a

v pseudostratified lung epithelium. Goblet cell metaplasia (GCM) was induced by basolateral treatment with 1 ng/mL hulL-13 or 10 ng/mL hulL-17A e |In chronic Iung diseases with mucus-driven pathology, Jagged-l/NotCh Signaling IS an attractive therapeutic
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: : . immunolabeling in vertical ALI cell sections showing mainly expression in KRT5* cells (basal cells). B, C) 20 nM of PRS-400 Parental or AMG430 mter_ventmn pomt_, hqwever’ SyStemIC d |Srupt|on _Of_ this pathway may_cau S_e u nc_leswed su_:le_ effects. _ _

Favorable drug-like properties for lung delivery were added simultaneously to hulL-13 every other day. Relative gene expression of mucin MUCSAC and secretory cell marker FOXA3 was |« The inhalable Anticalin protein drug class, combining the power of biologics with the efficiency of lung delivery is able

assessed by RT-gPCR (7 days post treatment), normalized to HPRT (B). Alcian blue Periodic acid-Schiff (AB-PAS) staining of mucus and . - . ! : . .
MUCS5AC and a-Tubulin (TUBA) specific immunolabeling in vertical ALI cell sections (10 days post treatment) is shown in (C). D, E) 100 nM of to reduce SyStemIC target exposure to a minimum while bemg IocaIIy effective in the Iung.

PRS-400 Parental or Lead candidate were added simultaneously to hulL-17A every other day. Relative gene expression of MUC5AC, MUC5B e PRS-400 Anticalin proteins potenﬂy INhibit Jagged_l_induced Notch2 activation in vitro, reduce mucin expression and

and FOXA3 and mucus content was assessed by RT-gPCR (7 days post treatment), normalized to HPRT (D), and by AB-PAS staining in vertical : .- . .- - : : : : :
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