pC| | iSO d ebio Gut-Targeted PDE4 Inhibition with PALI-2108 Demonstrates
Rapid Clinical, Histologic, and Biomarker Improvement in
Ulcerative Colitis: Translational Findings from a Phase 1 Study

Joerg Heyer PhD7, Patrick Colin BPharm PhD', Gaetano Morelli MD?, Florian Rieder MD* and Mitch Jones MD, PhD’

Palisade Bio, Carlsbad, CA; 2Altasciences, Montreal, QC; 3Cleveland Clinic, Cleveland, OH

Introduction

Ulcerative colitis (UC) is a chronic inflammatory disease of the colon affecting approximately
5 million patients worldwide and remains associated with substantial morbidity despite the
availability of advanced biologic and small-molecule therapies. Phosphodiesterase-4 (PDE4)
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clinical activity in ulcerative colitis. The data support continued clinical development of PALI-

2108 as a differentiated, ileum and colon-targeted oral PDE4 inhibitor prodrug which is
N Figure 5: In Phase 1b study, improvements were seen in mechanistic and inflammatory locally bioactivated for inflammatory bowel disease.
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Source: Clinical Trials: NCT06663605 Day 11,12, 13 and 28 Follow-up markers, including cAMP, PDE4B and TLC, CalPro and hsCRP.
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Figure 2: Phase 1a/b double-blind, placebo-controlled, safety, tolerability, PK, and PD study of PALI-2108
in NHV and an open-label study of UC patients (NCT06663605).
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