36 Months of Treatment With Seladelpar Is Associated With Stable or Improved Liver Stiffness in Patients With Primary
Biliary Cholangitis
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Intfroduction Results

Conclusions

« Patients with primary biliary cholangitis (PBC) who have advanced fibrosis or _ o o _ _ _ _ _ _ _ _ _ _ _ _
S cirrhosis tend to show progressive increases in liver stiffness measurements (LSMs) Table 1. Demographics and Clinical Characteristics at Baseline Figure 4. Patients With Liver Stiffness Worsening of >30% at Figure 5. Patients With Liver Stiffness Improvement of >30%
» Seladelpar treatment led to (I;\I/er tlmde |_dse|\s/|plte recelvmgdflrst;lllne treatn;ent l\(Nlt]rl ursodleoxyclzhollc acid (UD(;A)1 BL LSM BL LSM BL LSM 36 Months (N = 25) at 36 Months (N = 19)
- : - Elevate IS associated with increased risk of poor clinical outcomes, such as Total <10.7 kPa 210.7 and <16.9 kPa 216.9 kPa
overall stable liver stlffn_ess jiver transplantation and death? (N = 311) (n = 227) (n = 51) (n = 33) A. Change in LSM Category A. Change in LSM Category
measurements (LSMs) in - Seladelpar is a first-in-class delpar (selective peroxisome proliferator—activated Age?, years, mean (SD) 58 (9.6) 08 (9.3) o8 (11.7) 60 (81) From Baseline to 36 Months? From Baseline to 36 Months
patients with primary biliary receptor delta [PPARS] agonist) indicated for the treatment of PBC in combination Age <50 years at PBC diagnosis, n (%) 166 (53) 118 (52) 29 (57) 19 (58) 1 5 - 2
cholangitis (PBC) with UDCA in adults who have an inadequate response to UDCA, or as Female, n (%) 294 (95) 217 (96) 50 (98) 27 (82) 4 3
monotherapy in patients who are unable to tolerate UDCA®" BMI 230 kg/m2, n (%) 86 (28) 57 (25) 19 (37) 10 (30) - 3 N 2
» Patients at the highest risk of * Seladelpar treatment leads to improvement in ChOLGYS’tatiC markers. Its long-term LSM, kPa, median (IQR) 7.5 (5.9, 11.1) 6.6 (5.5, 8.0) 12.6 (11.6, 13.6) 211 (18.9, 28.4) 8
orogression (LSM 216.9 kPa impact on LSM has not been previously evaluated® ELF, mean (SD) 10 (1.03) 9.7 (0.85) 10.7 (0.86) 11.0 (1.19)
at baseline) showed a trend ALP, U/L, mean (SD)* 287 (128.2) 281 (119.2) 307 (168.6) 295 (116.8) 10 11
_ ) _ = Objectives Total bilirubin, mg/dL, mean (SD)c 0.74 (0.33) 0.68 (0.27) 0.85 (0.35) 1.02 (0.44)
towards improvement in LSM ALT, U/L, mean (SD)" 427 (23.3) 41.0 (23.1) 49.9 (25.0) 43.2 (20.3) Months Months 36
with seladelpar treatment. « ASSURE is an ongoing, open-label Phase 3 study (NCT03301506) providing AST, U/L, mean (SD)® 37.7 (16.5) 35.3 (15.5) 44.7 (17.3) 43.9 (17.2)
Other subgroups demonstrated long-term efiicacy and safety data on seladelpar 10 mg (Figure 1) | GGT, U/L, mean (SD)" 227 (197.4) 210 (196.1) 269 (160.0) 275 (240.0) B. Individual LSM Trend B. Individual LSM Trend
stability of LSM over time  This interim analysis reports longitudinal trends in LSMs in patients treated with Albumin, g/dL, mean (SD)¢ 4.1 (0.27) 4.2 (0.25) 4.1 (0.28) 4.0 (0.34) 75 75
seladelpar through January 31, 2025 (up to 3 years of treatment) Platelets, 10*/uL, mean (SD)" 241 (78.8) 255 (74.0) 201 (82.1) 201 (72.4) 70 70
e Most patients (85%) Patients with cirrhosis at baseline, n (%)’ 49 (16) 9 4) 14 (27) 26 (79) 50 -
g ild- 0/\i
demonstrated either stable g:':g EUQE g:ass g’ . Ej; 4§ g‘) 90(100) 140(100) 22 E?;)
: ild-Pugh Class B, n (% 50 | 50
Or Improved LSM Category at BL was defined at the time of seladelpar initiation. Subgroup cutoffs are based on previously established diagnostic thresholds for liver stiffness: F1 at 7.1 kPa, F2 at 8.8 kPa, F3 at 10.7 kPa, and F4 (cirrhosis) at 16.9 kPa.’ //
36 th aAge at enroliment. °The ULN fqr ALP is 116 U/Lsin m(ian aqd women. °T_he UL_N for totall biIirubi.n is _1.10 mg/d_L in men and women. dThe_ULN for AL'_I' is 41 U/L in men and wom_en. *The ULN for AST is 34 U/L in men a!nd wpmen._fT_he UL_N for GGT is 52 U/L in_ men anq 38 U/L in.wo_men. 9The normal range for albu3min is 3.5—5.5 g/dL."The © e (4v]
montns Figure 1. ASSURE Study Design iburin tovsl <3 & GJaL an INR 1.3 (not due to antihrombotic agent use). or & otal ilrubin Tovel >1.0 x ULN: the presence of raciologic vidence of ihosis (a nodular Iver) with concrrent splenomegaly: or dlincal determnation by the investigator. Pereent of patents wih cithosis. - 1o o 10 celshil i aserum & 40 -~ & 40
ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BL, baseline; BMI, body mass index; ELF, enhanced liver fibrosis; GGT, gamma-glutamyl transferase; INR, international normalized ratio; LSM, liver stiffness measurement; ULN, upper limit of normal. - 74 -
RESPONSE ASSURE =0 LT sl == N = 3
Plal N Lang uage Baseline Baseline » A total of 311 patients were included in the analysis, and LSM values at 36 months were available in 114 patients (Table 1) - | ' = [~
| RESPONSE Study | ASSURE Study  79% of the patients with baseline LSM =16.9 kPa had confirmed cirrhosis at baseline 20 16.9 kPa
Summar (=109 (=330 |
: : 10 10.7 kPa
+ ; Randomized,  Open-Label Phase 3 Study Figure 2. Changes in Liver Stiffness in the Overall Figure 3. Changes in Liver Stiffness by Baseline Liver -
' Placebo-Controlled ' Data cutoff: January 31, 2025 ) .
» Primary biliary cholangitis (PBC) | Phase 3 Study : Population (N = 311) Stiffness Subgroup BL
is a long-term liver disease that ' ’ 40- _ 07 __ Months Months
gets worse over time Seladelpar 10 mg SN S L AT = __g . M BLLSM<107kPa M BLLSM210.7 kPaand <16.9 kPa M BL LSM 216.9 kPa B BLLSM<10.7kPa M BLLSM210.7 kPaand <16.9kPa M BL LSM 216.9 kPa
(n - 128) (n = 104) .'5 30 QO LSM values range from 0 to 75 kPa. LSM values range from 0 to 75 kPa.
) E o~ L an _vatlues correslpgng to patients with >30% increase in LSM at 36 months, with available data at both BL and 36 months; patients without available data at these time an ye;lues correslpgng to patients with >30% decrease in LSM at 36 months, with available data at both BL and 36 months; patients without available data at these time
) leer Stl'ﬁ:ness measu rements E E m“g 20 - EB)L, baseline; LSM, liver stiffness measurement. EL, baseline; LSM, liver stiffness measurement.
_ Placebo Crossover Seladelpar Arm & g 20 - o= 1 14.3
can be used to understand if the 5 (n = 54) Seladelpar 10 o= < . 11.5 . . o . . . . .
d _ tting bett (n = 65) élade Ea" mg 2 = 10 - : « Among the patients who had LSM worsening of >30%, the majority of patients (80% * Among the patients with LSM improvement of >30%, 89% (17/19) of patients had
|sease.|s o 9 STEn OIS S ‘% e ; ; ; ; 7.8 a ¢ ¢ : ¢ 66 [20/25]) were from the baseline LSM <10.7 kPa group, and half of these patients LSM <10.7 kPa at 36 months of seladelpar treatment (Figure 5)
or remains the same s ! 0 T pA " " remained in the <10.7 kPa category at 36 months of seladelpar treatment (Figure 4)
eladelpar : . r . . - g
. Seladelpar is a drug used to Legacy Studies Trezt;'l‘:“t > :-negﬁ%)st”d'es . " o ” 10 - Table 2. Shift in Liver Stiff Cat £ 36 Month Table 3. Baseline Characteristics Associated With Significant
_ (n = 179) £ apie <. onift in Liver otiirness Lategory a onins Worsening of Liver Stiffness
treat people with PBC 10 - O g~ 5- ] T
m 9
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Impact of seladelpar on liver MI M3 M6 M9  M12 M13 M15 M18 M21 M24 M30 M36 M42 M48 M54 M60 M66 M72 g,*‘.g 0+e § % --$-- Sos =5 4\. -5.2 (N = 25) (N =389)
stiffness measurements in M1 M3 M6 M9 M12 M18 M24 M30 M36 M42 M48 M54 M60 3 _“E’ = -0.2 » § § 0 LM Age?, years, mean 55.4 60.1 0.0275*
people with PBC 588 5 " Category at LSM 2107 LSM S92 £ TS RGOS, YeRrs, mean - o e
thereafter. In the pooled population, baseline was at sgladelparinitiation. Data from the RESPONSE study were added to the ASSURE data. In ASSURE, 2 patients initiated E m E -15 T T T T . Female, n (A)) 23 (92) 84 (94) 06625
seladelpar at 5 mg and were excluded from the analysis. -10 - BL 12 24 Baseline <10.7 kPa and 216.9 kPa
o o DDA urasecsycnois s @ 36 BMI 230 kg/m?, n (% 6 (24 32 (36 0.2646
« The study showed that liver F - 60 <16.9 kPa 259 ko/m’, n (%) &) 9 '
_ ) ] LSM, kPa, mean 8.7 9.1 0.8185
" 15 m L L
stiffness measurements - Study population (N = 311) BL 12 24 36 £ 5 40- i i >10 kPa, n (%) 7 (28) 24 (27) 0.9186
remained the same or got better — All patients in ASSURE who received open-label seladelpar 10 mg with at least 60 - 5 % % 20 - __ | T Lem ELF, mean 9.7 9.7 0.7039
: : one post-baseline LSM were included, including exposure in RESPONSE for o N e T 20 AST. U/L. mean 378 34 1 0.3308
] . . ) | (4+] o A — — 1 _ . ’ ’ - . .
in most people treated with patients who were randomized to seladelpar in the pivotal study = Smg W74 Sl LA T (D, 11/89 (12%) 2/89 (2%) ALT. UIL 481 39.4 01955
seladelpar over 36 months o < i 5 ED -- (n = 89) = el ' ' '
P * Assessment of liver stiffness 0509 20 o gg 207 l ) I ALP, U/L, mean 289.8 260.2 0.3588
— LSM was assessed using vibration-controlled transient elastography (FibroScan) ‘qé; S c 0le ) & ____ —4-- S = -40- =29.7 >1.0 to 1.5 x ULN, n (%) 0 17 (19)
as an exploratory endpoint, with local reads at screening and every 12 months % 2 -_g 2.9 9 ~60 - . . — >1.5t0 <2.0 x ULN, n (%) 12 (48) 21 (24) 0.0122*
» For the current analyses: o 527" BL 12 Vonth 24 36 tf0M7 . >2.0 x ULN, n (%) 13 (52) 51 (57)
References: 1. Corpechot C, et al. Hepatology. 2012;56(1):198- — Baseline was defined as the time of seladelpar initiation % 40 AL LSM <107 kPa = 227 290 Onths 86 - :16.9 i:;a 5/14 (36%) 5/14 (36%) 4/14 (29%) Total bilirubin, mg/dL, mean 0.8 0.7 0.1418
iof: fj'efF’rBZChf;SCC’r.ff_na"_‘r’] f’:frﬁztt."olhZOGZ_IiZZ(gEff;':ﬁ-n i — Data are reported from an interim cutoff date of January 31, 2025 i | | | L Lent 2107 Ko e <1.0 x ULN, n (%) 22 (88) 82 (92) 0.5203
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2024. 4. Livdelzpi_ UK Sumgmary of product characteristics. — LSM values with an IQR/LSM ratio >30% were excluded to ensure data reliability BL 12 24 36 and <16.9kPa n= 51 47 34 14 GGT, U/L, mean 2339 205.6 0.219
Gilead Sciences, Inc.; 2024. 5. Lyvdelzi. EMA prescribing — Subgroups by baseline LSM categories were defined post hoc based on Months BLLSM >16.9kPa n= 33 30 o4 11 Albumin, g/dL, mean 4.2 4.2 0.9344
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Gilead Sciences, Inc. — Patients with shifts in LSM category were summarized, and patients with baseline, —29.7%; Figure 3) * Younger age at seladelpar initiation and higher baseline alkaline phosphatase
Disclosures: Conflict of interest disclosures may be viewed >30% improvement or worsening were assessed for pattern of change or « LSM remained stable over time in patients with baseline LSM <10.7 kPa (median change from baseline, 0.1 kPa; median percent change from baseline, 2.0%) « Most patients (85% [97/114]) demonstrated either stable or improved LSM category category were both significantly associated with a greater than 30% increase in LSM
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