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Intestinal fibrosis is a complex pathological condition that is associated with chronic
iInflammation, including ulcerative colitis (UC) or Crohn’s Disease (CD). UC is characterized
by ulcerations, diarrhea, hematochezia, abdominal pain, and emaciation. The pathogenesis
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Methods

To identify potential responders to PDE4 inhibition, we developed an algorithm targeting
cAMP-regulated genes using RNAseq data from 3,000 UC and CD patient samples,
proprietary and in-house animal model data. All samples were processed through a
Nextflow RNAseq pipeline and the data were analyzed for correlation and interactions with
PDE4. Meta-analysis was conducted using MetaVolcanoR. A ML model selected
biomarkers, assigned weighted scores, and multinomial logistic regression to classified
disease states. The weighted sum expression was then used to classify responders versus
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PALI-2108 is a novel, promising therapy for Inflammatory Bowel conditions such as
| ulcerative colitis (UC) and Fibrostenotic Crohn’s Disease. Its localized bioactivation,
expanded lower Gl-Tract therapeutic window, extended-release characteristics, and potent

particularly in preventing or reversing intestinal fibrosis, remains under exploration. 100-
J
O
=
O

DAS score

non-responders (in a public microarray dataset, TNFa inhibitor therapy) : SUM=3wi-gi, where K Y S S e — e— — PDE4 inhibition result in improved efficacy compared to other PDE4 inhibitors. PALI-2108 is
wi is the weight for gene i, and gi is its expression level. Sl K o & ey 9 o N ey currently under evaluation in a Phase 1 study, with a favorable safety profile observed in
@) OO/ @) Qof N 00/ N OO/’

ascending single-and multiple ascending-dose cohorts.

Results

Figure 3 DAS score approach with best performing 5 genes Our findings suggest that cAMP-regulated drivers of inflammation are activated in both UC

N N and fibrostenotic Crohn’s Disease. Therapy leading to a reduction of cAMP regulated
[ seazeh and curate ] [ _, Setup Riseq ] [ Differential ] g Z:z mE Metavoleancx — ] Inflammation and stenosis could offer new treatment options for patients in Ulcerative
Colitis and Fibro-Stenotic Crohn’s Disease. PALI-2108’s potential to engage antifibrotic
/L /L o [ omperioon [Setupp“fptjl'ia;;lysis] ‘ W“*._ = —m pathways may provide a novel therapy to treat patients which currently lack treatment
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Better-tolerated oral PDE4 inhibitors remain an unmet need in IBD. PALI-2108, a lower GlI-
Tract activated PDE4 inhibitor with high bioavailability, effectively reduces colitis symptoms

rolbcmedu in the DSS mouse model without CNS toxicity associated with systemic exposure. This

Eﬂk'vmwi suggests it could be a novel alternative for UC patients. Safety and tolerability of PDE4
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| P inhibitors are closely linked to peak drug concentrations (Cmax). The proposed BID dosing

Coprofier 4 - during induction minimizes Cmax, while the extended-release characteristics allow for

/\/ Pathvien - s effective QD dosing during maintenance. The pharmacokinetic modeling suggests a

1000 samtes. e “ b favorable therapeutic window, with PALI-2108 achieving higher tissue-to-plasma drug ratios

15 Datasets + [ T % ‘ SR | B | | and enhanced tissue inhibition compared to other PDE4 inhibitors.PALI-2108 has now

/\/ cinated combined change in variation of fibrotic path entered a Phase 1 study to assess its tolerability in healthy volunteers and UC patients and
y studies in Fibrostenotic Crohn’s Disease are planned.

Figure 2. A genomics workflow to identify markers for ulcerative colitis Figure 4: Pathways and markers identified in UC were upregulated in fibrostenotic colonic disease.
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