Biochemical response is associated with liver stiffness stability in patients with primary biliary THU-270
cholangitis treated with seladelpar for up to 3 years in the ongoing open-label ASSURE study
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Rare liver diseases (including paediatric and genetic) — Clinical

Results'

ConCI UsSIions Liver stiffness measurement (LSM) predicts clinical outcomes in patients with primary biliary cholangitis
—_— 1,2 3,4 . . - .. . . . . . -
| _ _ (PBC),"* with progressive increases over time associated with ongoing disease activity* Table 1. Demographics and Baseline Characteristics Table 2. Univariate Analysis for Factors Associated With LSM Stability or Inprovement at Month 36
* Biochemical response with seladelpar « Seladelpar is a first-in-class delpar (selective peroxisome proliferator-activated receptor delta [PPARJ]
at 12 months was associated with agonist) indicated for the treatment of PBC in combination with ursodeoxycholic acid (UDCA) in adults who Seladelpar 10 mg 230% 220% Any Change
: : have an inadequate response to UDCA, or as a monotherapy in patients who are unable to tolerate UDCA>? (N=307)
liver stiffness measurement (LSM ’ - - -
ability o th ( o 3) + In the pivotal Phase 3 RESPONSE study (NCT04620733) and ongoing, open-label Phase 3 ASSURE Age, years, mean (SD) 58.5 (9.6) L SM change from BL No ‘(";%';f’;')"“g 230% e No ‘(";‘;';)SOZ';'"Q 220% No W(cz)zzﬁnmg 0%
SRl el [NMRITERAATIIE I MAIEIRE study (NCT03301506),'" seladelpar treatment led to the majority of patients achieving the composite Female sex, n (%) 290 (94.5) (N=89) (N=24) (N=78) (N=35) (N=50) (N=54)
years in ASSURE biochemical response that was the primary endpoint in RESPONSE, and one third of patients achieving NI >30T (’o/) 85 (27 '7)
. . . - ’ 0 . . T
led to 4—6 ti high h f « We previously reported that seladelpar treatment led to stable liver stiffness over time, with 85% of i i
c _ O i |me_s 9 e_r chances o patients demonstrating stable or improved liver stiffness at 36 months in the interim ASSURE analysis’? ELF score, mean (SD) 10.0 (1.0) Age, years, mean (SD) | 60.1 (9.2) 55.7 (9.1) | <0.05 60.0 (9.5) 57.4(8.8) | 01876 | 59.0(9.6) | 59.4(9.1) | 0.9381
maintaining or improving LSM at  Here, we evaluated the association of biochemical response at Month 12 with LSM changes at 36 ALP, U/L,* mean (SD) 288.0 (128.5)
3 years months of seladelpar treatment in the ongoing ASSURE study AST, U/L,* mean (SD) 37.9 (16.5) ALP <1.5 x ULN, n (%) 17 (19.1) 0 <0.05 16 (20.5) 1(2.9) <0.05 13 (22.0) 4 (7.4) | <0.05
» These findings support the potential ALT, U/L,® mean (SD) 42.8 (23.4)
or Se|ade|pagr . pF())F;'t' o P Objective GGT, U/L,> mean (SD) 227.9 (198.0) On-treatment biochemical response at Month 12, n (%)
lavely
_ : _ _ TB, mg/dL,? mean (SD) 7 (0.3)
iInfluence fibrosis and ultimately the - To assess the association between biochemical response at Month 12 and long-term LSM trends Cirrhosis, n (%) 49 (16.0) CBR 77 (86.5) 14 (58.3) | <0.05 70 (89.7) 21 (60.0) | <0.05 55(93.2) | 36 (66.7) | <0.05
i r f primary biliar ild-
Child-Pugh B, n (%)’ 3 (6.1)
« Further analysis with longer Child-Pugh score, mean (SD) 5.2 (0.5) 215% ALP reduction | 88(98.9) | 20(83.3) | <0.05 | 77(98.7) | 31(88.6) | <0.05 | 58(98.3) | 50(92.6) | 0.1420
_ . . . . :ALP ULN=116 U/I_.; AST l_JLN.=34 U/L; ALT ULN=41 U/L; GGT ULN=52 U/L for male patients, 38 U/L for female patients; TB ULN=1.10 mg/dL.
follow-up time Is warranted to Figure 1. Study Design Percentage of patlents wil cirosis. | . | o B TB <ULN 87(97.8) | 21(87.5) | <0.05 | 76(974) | 32(914) | 01529 | 59 (100) | 49(90.7) | <0.05
- c - - ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BMI, body mass index; ELF, Enhanced Liver Fibrosis;
Confl rm th ese fl nd | ngS, eS peC|a| Iy RESPONSE ASSURE GGT, gamma-glutamyl transferase; LSM, liver stiffness measurement; SD, standard deviation; TB, total bilirubin; ULN, upper limit of normal.
for long-term clinical outcomes in Baseline Baseline ALP <1.5 x ULN 75(84.3) | 15(62.5) | <0.05 | 68(87.2) | 22(62.9) | <0.05 | 51(86.4) | 39(72.2) | 0.0619
patients with PBC E BL M12 M24 M36 M72 +  Among 307 patients with =1 post-BL LSM enrolled in ASSURE, 36.8% (113/307) of
LSM LSM LSM LSM LSM patients had available Month 36 LSM values as of the data cut (Table 1) ALP sULN 42 (47.2) 8 (33.3) 0.2272 39 (50.0) 11 (31.4) | 0.0673 30 (50.8) 20 (37.0) | 0.1416
. I o At BL’ mean (Standard deViation) LSM was 98 (74) kPa’ and 160% (49/307) Of atistical differences were assessed using a two-sided Wilcoxon rank-sum test for continuous variables and a Cochran-Mantel-Haenszel test for general association for categorical variables, performed for each factor in each comparison
Plal n Lang uage I SNSE ASURE patients had cirrhosis i}_;, ;Ikalligcfphosphatase; BL, basr;jline; Cg)BRt, com?)oiigLiochemic:I resp;nstef; LSM,tliver stiffnessblmeasfrerr?ent?SD,I\s/ltantd;rlzlj deviatilofn;%, tgtal biliulrubin; ULtN, u:)per |?msgit of n:)rmal_bl pertormedt nfac " comp '
eladelpar : . : .
S umm ary 10 mg sehg:,;glﬁgsmg AnallyS_IS _  With seladelpar treatment, 68.7% (211/307) of evaluable patients achieved CBR at Month 12
(n=128) n=104 pZ%uSLaJtI'QOE"' — At BL (all mean), in patients with CBR at Month 12, age was 59.3 years, ALP 244.2 « Older age at BL, lower ALP at BL, and achieving response thresholds at Month 12, including CBR, were significantly associated
. _ _ G Pooled participants with U/L, and LSM 8.9 kPa; in patients without CBR at Month 12, age was 56.5 years, with LSM stability or improvement at Month 36. These findings were generally consistent across different cutoffs of LSM change (Table 2)
* A POSI’[IVG biochemical resp(_)nse seladelpar 10 mg se:aod::gpar - >1 post-baseline, ALP 386.2 U/L, and LSM 12.1 kPa — Power was likely low for ALP <ULN due to sample size
Is linked to stable or better liver M4 N=337C on-treatment LSM — Multivariate analysis showed CBR at Month 12 was associated with stable/improved LSM at Month 36 (=30% change
stiffness measurements over time Seladelpar tVartiab'et '-egacl{ose'adelpar Data cutoff: Figure 2. Liver Stiffness Changes Over Time per Month 12 Composite threshold; odds ratio 5.13; p<0.05)
. Alkaline phosphatase levels legacy studies? i bl 31 January 2025 Biochemical Response Met (A) or Not Met (B)
returning to normal has the Number in analysis population reaching time points: A Liver Stiffness % Change Among Month 12 Figure 3. Odds of LSM Stability or Improvement at Month 36 by Biochemical Response at Month 12
stongest association with stable or BL 12 24 M36 7 128 B CBR Responders Stable/improved
better liver stiffness measurements 307 | 205 | 242 113 EL 60 — LSM | Biochemical || LSM within the Odds ratio for LSM stability/improvement
over time = 40 change | response at biochemical vs worsening at Month 36 (95% CI)
o S N from BL| Month 122 response °
. B s f bioch cal Study visits scheduled at screening, Day 1, Months 1, 3, 6, 9, and 12, 2’%’ 20 — category, n/N (%)P
y acnieving bliochemical response and every 6 months thereafter. LSM collected at baseline and every e é’ 0 ® E % g ’ |
' ' ' 12 months. Laboratory tests and AEs recorded at each study visit. O= -20 — |
and keeping liver stiffness Y/ Y/ < a0 ALP <ULN 42/50 (84.0) ' : 4.30 (1.35, 13.71)
meaurements Stable, Seladelpar sl egacy studies include the Phase 2 dose-ranging study (NCT02955602), Phase 3 long-term safety study (NCT03301506), Phase 3 ENHANCE study (NCT03602560) and Phase 1b hepatic BL 12 24 36 |
h I I h . f impairment study (NCT04950764.). Th(_a Phase 2 and 3 parent studies required an inadequate response or intolerance tq fi.r'.st-line UDCA. "Treatment gaps between legacy studies and ASSURE M th I
may help slow the worsening o TSy L. st LS s oo masoremen. .t UDCA. oy 1 PGS0t a5 ma ndero ocodd o e arsrie N o Months N CBRWith | 3045 (a37) N , 421 (1.27.13.92
primary biliary cholangitis ALP>ULN |
. Patients from RESPONSE and legacy seladelpar studies enrolled in ASSURE and received open-label B Liver Stiffness % Change Among Month 12 ALP <ULN 39/50 (78.0) E | . . 6.58 (2.1, 20.52)
seladelpar 10 mg once daily (Figure 1) = 100 — CBR Non-Responders B ' - - I
'DATA FOOTNOTE  Liver stiffness was assessed as an exploratory endpoint and measured annually using vibration-controlled = g 28 : B o E
» The original abstract presented interim analyses; this transient elastography (VCTE; FibroScan via Echosens) 2 = 40 — 253;6";}2 32/43 (74.4) - O | 5.40 (1.72, 17.00)
poster reports updated analyses that excluded four — LSM values with confirmed interquartile range/LSM ratio 230% were excluded "é, 5 o0 M :
patients whose liver stifiness was not measured using . pata for this interim analysis included all patients in ASSURE with =1 post-baseline (BL) LSM; BL was © é 0 @ == ALP <ULN 30/50 (60.0) N o . 6.00 (1.75, 20.59)
an Echosens FibroScan instrument defined as seladelpar initiation (cutoff: 31 January 2025) o= -20 - — I
32 A0 _ |
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of Costello Medical, with graphic design assistance from the Creative team at Costello multivariate analysis was used to identify factors associated with stable/improved LSM vs worsening  In patients with CBR at Month 12, LSM remained stable (median change: —7.0%) at Month 36 ALP, alkaline phosphatase; BL, baseline; CBR, composite biochemical response; Cl, confidence interval; LSM, liver stiffness measurement; ULN, upper limit of normal.
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