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Introduction Results

COHC' USIOnS * Primary biliary cholangitis (PBC) is a chronic, autoimmune, cholestatic liver disease that disproportionately affects « Unbiased IPA identified canonical pathways significantly modulated by seladelpar (Figure 2) « Longitudinal changes in selected proteins associated with fibrosis and tissue remodeling or inflammation and immune activation are shown in Figure 4
women and is associated with progressive liver injury and significant symptom burden? - The key modulated pathways were grouped into biological processes including - Compared with placebo, seladelpar was associated with reductions in the abundance of selected fibrosis- and tissue remodeling—associated proteins (Figure 4A) and
. Unbiased pathway analyses of serum « Seladelpar is a first-in-class delpar (selective peroxisome proliferator—activated receptor delta [PPARJ] agonist) — Fibrosis and tissue remodeling inflammation- and immune activation—associated proteins (Figure 4B)
t - ch th seladelbar treatment !ndlcated for the treatment of PBC in combination Wfth ur§odeoxychollc acid (UDCA) in adults who have an — Inflammation and immune activation - The separation between treatment groups was generally greatest at Month 12, indicating that seladelpar-associated changes in serum proteins associated with fibrotic
proteomic changes with seladelpar treatmen inadequate response to UDCA, or as monotherapy in patients who are unable to tolerate UDCA®5 o _ . . . .
C L e . g . o . — PPAR signaling, metabolic, and growth factor programs and inflammatory processes increased and were sustained over time
indicated inhibition of pathways related to * In the pivotal RESPONSE study (NCT04620733), seladelpar led to significantly more patients achieving the primary

« Pathways associated with inflammatory and fibrotic processes were predicted to be inhibited by seladelpar treatment while PPAR signaling pathways were predicted to
be upregulated (Figure 2) Figure 4. Longitudinal Changes in Selected (A) Fibrosis- and (B) Inflammation-Associated Serum Proteins With

Seladelpar and Placebo Treatment

e e T e e endpoint of a composite biochemical response based on alkaline phophatase (ALP) and total bilirubin than placebo

— Seladelpar significantly improved markers of cholestasis (ALP, gamma-glutamyl transferase [GGT], and bile

remodeling, together with activation of selected

acids), inflammation (immunoglobulin M [IgM], C-reactive protein [CRP]), and led to improvement in pruritus®
peroxisome proliferator—activated receptor - Liver stifiness was stable or improved in most patients receiving seladelpar over 3 years’? Figure 2. Canonical Pathways Significantly Altered in Serum Proteome by Seladelpar Treatment at Month 12 A. Fibrosis
(PPAR) signaling and metabolic pathways » Previous proteomic analyses of the RESPONSE study showed that seladelpar treatment led to reductions in serum Eibrosis and Ti Remodel Inflammation and PPAR. Metabolic and Growth Factor P St Oth ACTA?2 LTBP1 FBLN5 WNT5A WNT10A
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] ] ] ] o Canonical pathways identified by IPA that met the Benjamini-Hochberg—adjusted significance threshold (P <.05) and an absolute activation z-score >1.5 are shown and grouped by biological process. Each point represents a canonical
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