Sustained Efficacy and Safety of Seladelpar for up to 36 Months In Patients With Primary Biliary Cholangitis
From the Placebo-Controlled RESPONSE Study to the Open-Label ASSURE Study
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Conclusions Introduction Results
 Primary biliary cholangitis (PBC) is a chronic, autoimmune, cholestatic ] ] o » Of 193 patients enrolled in ] ] - ] ] ]
. A rapid and sustained liver disease that is associated with progressive liver injury and Table 1. Demographics and Baseline Characteristics at Entry Into RESPONSE and ASSURE RESPONSE (seladelpar, n = 128: Figure 4. Percent Change From BL in Total Bilirubin (A), ALT (B), GGT (C), and AST (D) and Box Plots of Percent Change From BL in Table 2. Overall Safety Outcomes in RESPONSE and ASSURE
b E cal ;'gln'gcfnt SymPftOT bur?erﬂd par (select . RESPONSE® ASSURE® placebo, n = 65), 158 patients Total Bilirubin (E) and AST (F) Through 36 Months of Seladelpar Treatment RESPONSE® ASSURE®
iI0OChemical response » Seladelpar is a first-in-class delpar (selective peroxisome proliferator— SEL 10 mg Placebo Continuous SEL Crossover SEL seladelpar. n = 104- placebo - i i
was shown from activated receptor delta [PPARS] agonist) indicated for the treatment of n =128 n =65 n = 104 n = 54 i] - 54) gnr,olled in A:SE)SURE and A 20 - PONSE Total Bilirubin REETRE E Crossover SEL  Continuous SEL SEL 10 mg Placebo Continuous SEL Crossover SEL
_ PBC in combination with ursodeoxycholic acid (UDCA) in adults who Age, years, mean (SD) 56.6 (10.0) 57.0 (9.2) 58.0 (10.1) 57.9 (9.3) ved seladeloar 10 - 10 - RESPONS U n (%) n =128 n =65 n =104 n = 54
the randomized, have an inadequate response to UDCA, or as monotherapy in patients Female sex, n (%) 123 (96.1) 60 (92.3) 99 (95) 50 (93) received selaaelpar 1V mg o 0 Any AE (at least one) 111 (87) 55 (85) 92 (88) 48 (89)
placebo-controlled who are unable to tolerate UDCA™ Race, n (%) + As of the data cutoff date (January T
« In the Phase 3, randomized, placebo-controlled RESPONSE study American Indian or Alaska Native 3 (2 3 (5) 2 (2) 3 (6) 31, 2025), 94% of continuous SoQ —10 100 — . SAEs 9(7) 4 (6) 15 (14) 12 (22)
Phase 3 RESPONSE (NCT04620733), seladelpar significantly improved biochemical Asian 7 (9) 4 (6) 6 (6) 4 (7) seladelpar patients (98/104) received oL c -20 - Treatment-related SAEs 0 0 10 (1) 0
inLinag i markers of cholestasis and pruritus vs placebo at 12 months in patients Black or African American 2(2) 2 (3) 2 (2) 2 (4) > 0 o 249 _30-_
study, continuing into the with PBCS whie Ti4 (89 56 (36) 52 (38) 3 60) S o T 2 22 : Grade =3 AEs (per CTCAE) 14 (1) 5® 19 (1) 1 20)
Open-label ASSURE StUdy o After COmpleting RESPONSE, patients were ellglble to enroll in Other 0 0 0 0 ) 0 P N .‘CB =40 E AEs |eading to treatment discontinuation 4 (3) 3 (5) 7d (7) e (4)
with efficacy data up to 3 ASSURE (NCT03301506), an ongoing, open-label, Phase 3 trial® BMI, kg/m?, mean (SD) 27.2 (5.6) 26.8 (4.8) 27.8 (6.1) 26.9 (5.1) years, 24% of crossover seladelpar © —90 )
’ ’ ’ Patients with cirrhosis at baseline, n (%) 18 (14) 9 (14) 16 (15) 6 (11) patients (13/54) received seladelpar ~60 | | | | | | | | | | | | > 50 — i o AEs leading to death 0 0 0 0
years of treatment Objectives Child-Pugh class A, n (%)° 18 (100) 9 (100) 15 (94) 6 (100) for =2 years BL 1 3 6 9 12 13 15 18 21 24 30 36 E — AEs of interest
i : Child-Pugh class B, n (%)° 0 0 1 (6) 0 . : _r
e For patients startin Baseline characteristics were Months o -
P _ 9 _ _ _ MELD score 212, n (%) 0 0 2 (2) 0 generally comparable between B = Liver-related AEs 8 (6) 6 (9) 17 (16) 8 (15)
seladelpar in ASSURE * This analysis was conducted to report updated long-term efficacy and ALP, U/L, mean (SD)¢ 314.6 (123.0) 313.8 (117.7) 183.3 (111.5) 288.7 (125.5) h i RESPONSE and 20 — ALT O — Muscle-related AEs 8 (6) 5 (8) 8 (8) 2 (4)
e relllEd] @vE i safety data for seladelpar in patients who rolled over into ASSURE after ALT, U/L, mean (SD)° 47.4 (23.5) 48.2 (22.8) 36.0 (25.2) 4.4 (21.3) € arms In an RESPONSE ASSURE o
b completion of RESPONSE, with an interim analysis of ASSURE as of AST, U/L, mean (SD)' 39.6 (16.1) 417 (16.0) 37.2 (20.6) 37.0 (14.3) ASSURE, except that at ASSURE i 10 S od | — D) — Renal-related AEs 0 0 1(1) 1(2)
RES PONSE, a Slmllar 31 January 2025 (Se|ade|pal’ exposure Up tO 3 yeaI‘S)6 GGT, U/L, mean (SD)Q 2690 (2400) 2875 (2496) 1748 (1 644) 2328 (2093) baSe“ne, ALP |eVG|S were |Ower |n m —_ c N Data are presented as n (%). n = number of patients in the category. All AEs listed were treatment emergent unless otherwise stated. o . -
: : ilirubi h 0.8 (0.3) 0.7 (0.3) 0.7 (0.5) 0.7 (0.3) th ntin ladelpar ar « £ u re) I kel rolated 16 seladelpan which was reassaseed afer tha dath cutoft 25 Grace 3. Lnrelatod 1o seladelpar “Preferted terme of AEs leading t treatient dreconinuation in AGSURE among the continuous seladaipar group maluded -
trend of rapid and sustained Total bilirubin, mg/dL, mean (SD) e continuous seladelpar group = E8 il ot o soadslar . ; : ; e
p Baseline defined as the baseline during entry into the trial. i D 2 S~ = hemporri?a e, adenocarcinoma of the cervix, ascites, hypervolemia, bipolar | disorder, colon cancer, and hyperbilirubinemia. °Preferred terms of AEs leading to treatment discontinuation in ASSURE in the crossover seladelpar group included
. h . | "RESPONSE data have been previously reported.*ASSURE data have been previously reported. <Of patients with cirthosis. ¢The ULN is 116 UIL. “The ULN is 41 UIL. The ULN is 34 UfL. sThe ULN is 52 UIL in men and 38 in women. IThe ULN is 1:10 mg/dL. following 12 months of seladelpar OL - [ymphoma and myalgia. ’ _yp.  OIP - andhyp g par group
blOC emlca response Was , alkaline phosphatase; , alanine aminotransferase; , aspartate aminotransferase; , body mass index; , gamma-glutamyl transferase; , model for end-stage liver disease; , seladelpar; , upper limit of normal. treatment |n RESPONSE (Table 1) nd-h, % 8 E —_— AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; SAE, serious adverse event; SEL, seladelpar.
shown in ASSURE . 1 Studv Deei - ) C  Biochermical R Rtes Th 36 Monthe of Seladel ot , E = g 50 -10.2 (-20.0, -4.5)2 | — « Patient incidence of AEs was similar between seladelpar and placebo in RESPONSE, and overall incidence remained similar
. Seladelpar continued igure 1. Study Design igure 2. Composite Biochemical Response Rates Throug onths of Seladelpar Treatmen S 2 -5.0 (-17.2, 7.5)° in ASSURE
to 3 egr safe and well L 100 - 60 » Per the latest assessment, there were no treatment-related serious AEs and no deaths (Table 2)
PP 2 o W o RESPONSE ASSURE al 1' :'3 é é 1'2 1'3 1'5 1|8 2'1 2'4 3'0 3|6 « Overall, among the patients who rolled over from RESPONSE, there were 9 patients who discontinued treatment due to an
tolerated through 3 years of o % o = = 30 Months AE, for an overall patient incidence of 6% (9/158)
exposure, with no increase B2 B % E | . . .
i tphe frequency of adverse ¥ @ <m ._g 2 = 50 - C 20 — GGT Table 3. Adverse Events of Interest in ASSURE in Continuous and Crossover
_ ! . 5 S O RESPONSE ASSURE Seladelpar Patients
events over time and no : gEf:II;ONSE : gtsusdl)JlRE < §§ 40 Enln b F Continuous SEL Crossover SEL
: : g y— - 0
new Safety Slgnals identified : (N = 193) : (N = 337)z Il m © n (%) (n =104) (n = 54)
- - Oy « £ -10 — o)
. . c (72)
with ongoing exposure | Randomized : Open-Label Phase 3 Study % 20 - o ue. = o0 - 100 — i Liver-related AEs? 17 (16) 8 (15)
I Placebo-Controlled 1 Data cutoff: January 31, 2025 0 5 o % 20 o) eoitos 303) 36)
n ' Phase 3 Study ' o o2 30 -
| |
Plain Language . | 0 - S=  _40- = AST increased 2 (2) 102
S ! ' 1 3 6 9 12 13 15 18 21 24 30 36 S _50 — = —T ALT noreased 22 s
o
u m ma ry : Months —60 ' ! ' ' ' ' ' ' ! ! ! ! ICL 50 . Hepatic cirrhosis 3 (3) 2 (4)
. N . 1 Seladelpar Continuous seladelpar Continuous SEL 10 mg, n/N = 76/128 79/128 85/128 79/128 79/128 65/103 65/103 63/102 66/100 68/98 63/94 20/29 BL 1 3 6 9 12 13 15 18 21 24 30 36 @
 Primary biliary cholanaqitis : P P Crossover SEL 10 mg, n/N = 32/54 39/54 40/54 37/54 34/52 34/52 1113 o o Hyperbilirubinemia 3 (3) 0
4 Y J ' 10 mg 10 mg Placebo, n/N 5/65 7165 12/65 12/65 13/65 Months S
PBC) is a lona-term liver - _ _ acebo, /N = Continuous SEL 10 mg, n =128 125 125 122 117 114 101 101 102 99 98 94 29 e Varices esophageal 2 (2 1(2
( . ) g ! (n =128) (n = 104) B Continuous SEL 10mg M Crossover SEL 10 mg M Placebo Crossover SEL 10 mg, n = 52 54 54 54 52 52 13 o _ g. ©) @)
dlsease that gets Worse I n/N = number of responders at each time point/total number of evaluable patients at each time point. Composite biochemical response defined as ALP <1.67 x ULN, ALP decrease 215% from BL, and total bilirubin <ULN. BL reported refers to the BL in the RESPONSE trial. Placebo’ n= 65 62 62 61 58 57 - -1 Hepatlc enzyme Increased 2 (2) 0
c
t_ I ALP, alkaline phosphatase; BL, baseline; SEL, seladelpar; ULN, upper limit of normal. D AST Q <>
over iime : 20 — O 0 —-------m==== Gy====m-m S R CEPEEEEEEEET SEEREs Portal hypertension 2 (2) 0
. : ! « For patients who started seladelpar in RESPONSE, composite biochemical response « The RESPONSE group had 20% composite biochemical response at the end of i ~ RESPONSE ASSURE (T Muscle-related AEs® 8 (8 2 (4
Seladelpar IS a drug used to : with seladelpar at year 1 (62%) was maintained after 36 months of exposure (69% at RESPONSE. Following seladelpar treatment in ASSURE, 65% achieved of patients c'n' 10 & uscle-rerate ° (©) @)
treat people with PBC ' Crossover seladelpar ASSURE year 2; Figure 2) achieve composite biochemical response at year 1 and 85% at year 2 ) O s i N N <di— ;> S S S S S S s e, (&) Myalgia 2(2) 2 (4)
1 i
. | 10 mg _ _ _ c o 10+ Muscle spasms 3 (3) 0
ASSURE (NCT03301506) : =54 Figure 3. ALP Normalization (A) and ALP Percent Change From BL (B) Through 36 Months of Seladelpar Treatment O c —20- — —— _
i i : (n =54) = © -50 — = Musculoskeletal chest pain 3 (3) 0
IS an ongoing study that . A 100 - 5 %’ag -30 - -10.9 (-19.3, -1.4)? ~1.5 (-23.7, 18.9)?
|ncludes patlents Who : RESPONSE ASSURE % —40 Renal-related AEs® 1 (1) 1 (2)
.. : < . .
participated in the Phase : o i . e _ 80 - O  -504 Acute kidney injury 1(1) 0
3 RESPONSE study S S __ -60 | | | | | | | | | | | | Blood creatinine increased 0 1(2)
(NCTO4620733) and prior M1 M3 M6 M9 M12 M13 M15 M18 M21 M24 M30 M36 M42 M48 M54 M60 M66 M72 -S ﬁ 3 60 BL 1 3 6 9 12 13 15 18 21 24 30 36 | | Proteinuria 0 1(2)
. < .‘__U °\° Months Month 36 Month 36 Data are presented as n (%). n = number of patients in the category. All AEs listed were treatment emergent unless otherwise stated. AEs were identified using a prespecified search strategy. Data cutoff: January 31, 2025.
Seladelpar trlaIS g E To) 40 — Continuous SEL 10 mg, n = 128 125 125 122 117 114 101 101 102 99 08 93 29 ] o . o ;'\:Igrzlaic\j/\?grrseelzaé\e;gnat'niITI’U:?alli-i;eelE;t?n?nﬁfrz’ng;ee];:gee'd/-\tgErm:sregﬁgtédafr?wrirﬁltzrzr?;?eurrarg;gg]Eizsgg?jgtIS:rmong the RESPONSE rollover patients in ASSURE are shown on the table. *For the renal-related AEs, all preferred terms are shown.
: i tari o =2 Crossover SEL 10 mg, n = 52 54 54 54 52 52 13 Analysis Visit Analysis Visit ' S AehEse Sk seladelpar
* This StUdy showed that Entry Criteria Entry Criteria 2 CZD Placebo,n =65 62 o ! °9 > AEs of interest included liver-, muscle-, and renal-related AEs (Table 3)
. . . : [ 20 - i Mean Median ’ o o )
seladelpar helped to ¥ PBftd'a?”OS'tS ¥ Pf\”'g'_za”tf in RESPONSE o <= numbor of evalusle patent a each fme point. BL reperted - Sontinuous SEL 10 mg - Crossover SEL 10 mg - Placebo ¢ » Three liver-related AEs led to treatment discontinuation and were consistent with disease progression: Grade 3
ImprOVG meaSU reS Of Ilver ar'] el o r?o Fas e ;Dl_?l't,aallgr:ieri(é?arn(:irF:(r)?rsaennsthedr:ssegn:gl?na(s%;‘rtgtse).aminotransferase; BL, baseline; GGT, gamma-glutamyl transferase; SEL, seladelpar. hyperblhrUblnemla, Grade 4 eSOphagea| Varices hemorrhage, and Grade 2 aSC|teS The |attel' tWO eventS were bOth
di i tient ith \;V1It2h r:wjg)nct;rf;fg; ﬁ\iggolﬁﬁghneﬁiaf e 0- | adjudicated as PBC clinical outcomes
ISease In patients wi intolerance to 1 3 6 12 13 15 18 21 24 30 36 « In both the seladelpar and placebo arms in RESPONSE, GGT and ALT levels demonstrated consistent reductions sustained through ASSURE year 2 upon seladelpar treatment « All muscle-related AEs were either Grade 1 or 2. One Grade 2 event of myalgia in the crossover group led to treatment
PBC who rolled over from UDCA Months (Figure 4) discontinuation; there were no associated creatine kinase increases
: « ALP 2167 x ULN Continuous SEL 10 ma. n/N = 10/128 24/128 34/128 36/128 32/128 31/103 27/103 34/102 32/100 28/98 34/94 7/29 « AST and total bilirubin were overall stable with the median showing a reduction from baseline through ASSURE year 2 in both arms » All renal-related AEs were Grade 1 or 2, and none led to treatment discontinuation. One patient in the continuous seladelpar
RESPONSE into ASSURE 9 . , and t . . . . . :
« ALT and AST <3 Crossover SEL 10 mg, n/N = 8/54 16/54 14/54 17/54 15/52 17/52 7113 arm developed a Grade 2 acute kidney injury in the setting of anemia and hypervolemia, which resolved with supportive care
 These changes happened x ULN Placebo, n/N = 0/65 0/65 0/65 0/65 0/65 Figure 5. ALT Normalization Among Those With Elevated ALT at RESPONSE BL Through 36 Months of Seladelpar Treatment _
shortly after starting « TB <2 x ULN B Continuous SEL 10 mg I Crossover SEL10 mg [ Placebo 100 - Table 4. Summary of Exposure-Adjusted Adverse Events
treatment with Selade|par The current interim analysis data cutoff date was January 31, 2025. IS UDeA B 20 o RESPONSE ASSURE Placebo Continuous SEL Crossover SEL
_ Eaonte Sous omol i ARG oy valing v rom e RESPONSE Sody.or sfer s porleination Iy gacy seladelpa stues? 10 RESPONSE ASSURE c 80 -
and continued ’[hI’OUQhOUt rimary biiary cholangiis: UDGA. Ursodeoxyahalic acick ULN, ubper I of normat: T8, otal bilrubin. oo o o | > S NSl oS 8] ASSURE Y2 | ASSURE Y3 [FLCERM S (1) ASSURE Y2 | ASSURE Y3
reatment e S - | S s — Q5 ~ iﬁpostuae- RI?SP%P;)SE (Sela\\(oklpar (Sele:ge)zlpar (Seliozl;)alpar (Selail(o‘llt)alpar (Sel:ﬁ;elpar (Selai-(og)alpar (Selig)elpar
: . : : : L © 60 - juste =
 This analysis included data from RESPONSE and an interim analysis c .~ ® - O N O AEs per 100 (E=60.2Y)  (N=128) (N = 104) (N = 98) (N = 32) (N = 54) (N = 52) (N = 14)
» Seladelpar also appeared to of ASSURE up to January 31, 2025 (Figure 1) .g 7 a f © § Patient-Years (SERPPRANN 5 A0 (E=745Y) | (E =8.3Y) [ (= 15041 | (E=40.2Y) | (E=27Y)
be safe and well tolerated in ) !:] ?é'i‘stss"dg%comp'eted RESPONSE were allowed to roll over g E ¢ o § @ 407 Any AE 91.4 90.9 83.8 73.8 120.9 84.3 62.2 74.1
: : O
patients with PBC who were « In RESPONSE, patients with PBC with an inadequate response or g ol o < 20 - SAEs 6.6 7.4 6.0 13.4 0 15.0 10.0 0
treated with the drug for up intolerance to UDCA and alkaline phosphatase (ALP) 21.67 x the upper @ o Treatment-
limit of normal (ULN) received blinded, daily oral seladelpar 10 mg or o & — O —— g— &% — 8 roluted SAES 0 0 0 1.3° 0 0 0 0
to 3 years placebo; patients who enrolled in ASSURE received open-label, daily 0 i ae
oral seladelpar 10 mg 1 3 6 9 12 13 15 18 21 24 30 36 rade 25 A\ES 8.3 11.5 10.0 14.8 0 131 10.0 0
» Patients were analyzed by treatment assignment in RESPONSE, SL 1|2 1|3 1I5 1I8 2I1 2I4 3IO 3I6 Months (per CTCAE)
References: 1. European Association for the Study of the corresponding to continuous seladelpar and crossover seladelpar : _ AEs leading
Lver,  Hopatl 201770114372 2. L. US proecing in ASSURE, respectively. Baseline was defined as the entry Months s S o O fo reatment | 5.0 0 0
summary of product characteristics. Gilead Sciences, Inc.; 2024. :;:ffo RESP%NSE e Continuous SEL 10 mg, n = 128 125 125 122 117 114 101 101 102 99 98 94 29 Placebo. n/N = 11/36 13/36 11/36 9/36 9/36 discontinuation
4. Lyvdelzi. EMA prescribing information. Gilead Sciences, Inc.; . icacy endpoints included: Crossover SEL 10 mg, n = 52 54 54 54 52 592 13 _ AEs leading
2025. 5. Hirschfield GM, et al. N Engl J Med. 2024;390:783-94. : : : T B Continuous SEL 10 mg I Crossover SEL 10 mg [ Placebo 0 0 0 0 0 0 0 0
6. LeVy C’I;’Cal-lzm J Gaitraoentergl-92025? 7. Hirschfield GM, o CompOSIte b|OChem|Ca| res.ponse (ALP <167 X ULN’ ALP Placebo, n= 65 62 62 61 58 o7 n/N = number of responders at each time point/total number of evaluable patients at each time point. BL reported refers to the BL in the RESPONSE trial. tO death
et al. Presented at: AASLD, The Liver Meeting; November 7-11, decrease =215% from base“ne, and total bilirubin SULN) —@— Continuous SEL 10 mg —®— Crossover SEL 10 mg —@— Placebo ALT, alanine aminotransferase; BL, baseline; SEL, seladelpar. Data are presented as (n/E) x 100. N = total number of patients. n = number of patients in the category. E = event rate per patient year (n/total exposure in years).
2025. Presentation 5015. . . : In panel A, n/N = number of responders at each time point/total number of evaluable patients at each time point. In panel B, n = number of evaluable patients at each time point. BL reported refers to the BL in the RESPONSE trial. :Flrilszesﬁjizggdh?v\;eiep:regal?;i%tb:ri2rreeprgrltjen?é:’sooqﬁeprsj:ggtslpalzfél.y reported with Grade 3 colitis, likely related to seladelpar, which was reassessed after the data cutoff as Grade 2, unrelated to seladelpar.
AI—P normallzatlon ALP, alkaline phosphatase; BL, baseline; SEL, seladelpar. . . . . . . . . AE, adverse event; CTCAE Commgon Terminology Criteria for Adverse Events; SAE, serious adverse event; SEL, seladelpar; Y, year.
0 0] ) ; ) ay ; ) ; ) par; Y,y
f?,‘é"R‘A‘;“é’i;gT-?-ELS;IQ‘;S-ES?!.staf, Sﬁ?tde‘iriyp?;"?é‘;’dsﬁie”CGS’ — Percent change from baseline through 36 months in ALP. . }Ijg;rpgtlg?gtz rv;hé)) started seladelpar in RESPONSE, ALT normalization achieved with seladelpar at year 1 (56%) was maintained after 36 months of exposure (56% at ASSURE
. ical writi itorial su w Vi Y : . : : ) : : : : , . . .. . . .
Sefa Basci, PharmD. of Red Nucleus, and funded by Gilead gamma-glutamyl transferase (GGT), alkaline aminotransferase  For patients who started seladelpar in RESPONSE, ALP  The RESPONSE placebo group had 0% of patients achieve ALP normalization at the end of RESPONSE. . : L : : : » The exposure-adjusted patient incidence of AEs was generally stable over time in both continuous and crossover seladelpar
Sgi:nczz?llnc. AT, O TG THERHS, and fHnded by =i (ALT), aspartate aminotransferase (AST), and total bilirubin normalization achieved with seladelpar at year 1 (25%) FoIIowing seladelpar treatment in ASSURE, 29% achieved ALP normalization at year 1 and 54% at year 2 * The RIIE,SI?ONS,[E plac1ebocgljr705u05) h?d 250/5 of patlents achieve ALT normalization at the end of RESPONSE. FOIIOWIng Seladelpar treatment in ASSURE’ 73% achieved ALT patients acknowledging smaller samples sizes in year 3 of exposure in this ongoing study (Table 4)
Disclosures: Conflict of interest disclosures may be viewed » Safety was assessed through overall incidence and exposure-adjusted was maintained after 36 months of exposure (24% at » Seladelpar treatment led to with a rapid and sustained reduction in ALP, which remained consistent for up to 36 normailzation at year 1 an Joatyeares _ , , , , o . , - Rates of AEs leading to treatment discontinuation were consistently low across all years of seladelpar exposure
using the QR code at the top right, patient incidence of adverse events (AEs) in RESPONSE and ASSURE ASSURE year 2; Figure 3A) months (Figure 3B) - Seladelpar led to sustained, clinically meaningful improvement in pruritus among patients with moderate to severe pruritus in RESPONSE and with up to 30 months of treatment
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