Efficacy and Safety of Seladelpar in Patients With Primary Biliary Cholangitis THU-274
Previously Treated With Fibrates or Obeticholic Acid
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_ Introduction Results
Co n CI usions « PBC is a chronic, progressive, cholestatic liver disease’ _ _ o o ] _ ] _ ]
— UDCA is the first-line treatment for people with PBC, but up to 40% Table 1. Demographics and Baseline Clinical Characteristics by Prior Treatment Status Figure 4. ALP Percent Change From Baseline by Prior Treatment Status Table 2. Overall Safety by Prior Treatment Status
¢ Seladelpar demonStrated of pe?[p:e ha;:lze an inadequate response to UDCA and up to 5% Prior Treatment With No Prior Treatment With Prior Treatment With Fibrates/OCA No Prior Treatment With Fibrates/OCA Patient Incidence Prior Treatment No Prior Treatment
consistent biochemical response are intoleran | Fibrates/OCA Fibrates/OCA _ 20 - RESPONSE ASSURE _|“ 20 - RESPONSE ASSURE o ’ With Fibrates/OCA With Fibrates/OCA
t . tient e it P * Fibrates and OCA have been used as second-line treatments for PBC, (n=33) (n =160) 2 '2 n (%) (n = 33) (n =160)
ra_ _eS In patien S witn primary but are associated with safety concerns that limit their use> Seladelpar Seladelpar 2 m ° £ n ° RESPONSE Seladelpar Seladelpar
biliary cholangitis (PBC) over « Seladelpar is a first-in-class delpar (selective peroxisome proliferator— (10 ’gg) : 10 ’1“098) < 28 through month 12 e ( I Ir1n(5q8)
: : PN n= n= = S8 n=
18 months of treatment in the activated receptor delta [PPARJ] agonist) indicated for the treatment S 8 S 8
RESPONSE and ASSURE trial of PBC in combination with UDCA in adults who have an inadequate Age, years, mean (SD) 53.8 (9.3) 55.4 (11.1) 56.7 (10.2) 57.4 (8.7) £ = .40 2 = 40 Any AE 11 (85) 94 (87) 44 (85)
an rals, response to UDCA, or as monotherapy in patients unable to tolerate Female, n (%) 18 (90) 12 (92) 105 (97) 48 (92) 5 ol , , . , § ol . . . ___ . Grade 23 AEs 1(8) 13 (12) 4 (8)
regardless of previous exposure UDCA®-® Duration of PBC, years, mean (SD) 9.5 (6.3) 12.3 (7.9) 7.9 (6.8) 7.7 (5.8) * BL1 3 6 0. 121 15 8 BL1 3 6 0. 121 15 8 SAEs 18) 5(7) 3(6)
I ' I * |In the Phase 3, randomised, placebo-controlled RESPONSE Prior use of fibrates, n (%) 7 (35) 5 (38) — — Seladelpar 10 mg, n= 20 18 18 18 16 17 16 16 15 Seladelpar 10 mg, n = 108 107 107 104 101 97 85 85 86 i
O I ra eS Or O e IC O IC . Crossover to 10 mg, n = 9 11 11 Crossover to 10 mg, n = 43 43 41 Treatment-related 0 0 0 0
acid (OCA) (NCT04620733) study and the ongoing, open-label, long-term, Phase Prior use of OCA, n (%) 15 (75) 10 (77) - - Placebo,n= 13 11 12 12 11 11 Placebo,n= 52 51 50 49 47 46 SAEs
3 ASSURE (NCT03301 506) safety stud_y, §.eladellpar led to a rgpid an.d Duration of treatment with fibrates/OCA, years, mean (SD) 2.7 (2.4) 2.0 (1.4) _ _ —e— Seladelpar 10 mg —o— Crossover to 10 mg —o— Placebo AEs leading to
. . . n = number of evaluable patients at each time point. .
» A sustained reduction of pru ritus §usta|_ned blc_)ChemlcaI response, and significant improvement in pruritus, Duration of fibrates/OCA washout prior to study entry, ALP, alkaline phosphatasa: BL, baselne: OCA. obeiicholic acid. permanent withdrawal 1(5) 1(8) 3(3) 2 (4)
. ey ith PBC who had in patients with PBC® years, mean (SD) 0.9 (0.8) 0.8 (0.8) — — o the study drug
n pda Iert] StWI "[Who t a - Patients completing RESPONSE were eligible to enroll in ASSURE™ Patients with cirrhosis at baseline, n (%) 2 (10) 0 16 (15) 9 (17) AEs leading to study 1(5) 1(8) 2(2) 2 (4)
WNQCISIENS 182 sl (2 e @l . . Child-Pugh Class A, n (% of patients with cirrhosis) 2 (100) 0 16 (100) 9 (100) Figure 5. TB Percent Change From Baseline by Prior Treatment Status discontinuation
balsec:mle W?S Ot)SGI’\f[ed Wltzl ObjeCtlve ALP, U/L, mean (SD) 371.0 (145.0) | 348.6 (141.9) | 304.1 (116.2) | 305.1 (110.7) Prior Treatment With Fibrates/OCA No Prior Treatment With Fibrates/OCA 'E‘_ES Iea:ﬂ:zt:;eath > 80) 1 (()8) 5 ?6) - ((?I 0)
seladeilpar trreatment regaraless _ , _ TB, mg/dL, mean (SD) 0.8 (0.2) 0.6 (0.2) 0.8 (0.3) 0.8 (0.3) - 60 - - 60 - iver-relate s?
Of riorpﬁbrate/OCA useg ) TO descrlbe the efﬂcacy and Safety Of Seladelpar n the RESPONSE and Demographics and baseline clinical characteristics were captured at baseline in the RESPONSE trial. EEJI RESPONSE ASSHRE T:il RESFONSE ASSERE ASSURE Continuous | Crossover Continuous @ Crossover
p Ongo|ng ASSURE C“n'Ca' t”als in the Subgroups Of pahents W|th and ALP, alkaline phosphatase; OCA, obeticholic acid; PBC, primary biliary cholangitis; TB, total bilirubin. S = 40 S = 40 - through month 6 Seladelpar Seladelpar Seladelpar Seladelpar
: ithout prior use of fibrates or OCA o ® o ® (month 18 overall) (n = 16) (n =11) (n = 88) (n = 43)
 Seladelpar had a safety profile W Sa 4 X
imil P | bo. i y P ti f ] ] ] ] ] s s Any AE 12 (75) 8 (73) 59 (67) 31 (72)
similar to placebo, irrespective o Figure 2. Composite Biochemical Response by Prior Treatment Status S . °s Grade 53 AEs 2 (13) 1) 5 (7) 25)
rior fibrate A use : s _ o 3 3 =
P /OC . . . . Prior Treatment With Fibrates/OCA No Prior Treatment With Fibrates/OCA s 204 . . . . 8 20 +——r . . I . SAEs 2 (13) 1(9) 3(3) 4 (9)
« Patients received seladelpar 10 mg or matching placebo orally once daily BL1 3 6 WO 1211 18 BL1 3 6 W 1218 18 18 Treatmentrelated
. . . onitns onins -
P I ai n La n u a e (QD) in the R.ESPONSE trial (Figure 1) . | 100 RESPONSE ASSURE 100 ~ RESPONSE ASSURE Seladelpar 10mg.n= 20 18 18 18 16 AR 15 _Seladelpar 10mg.n =108 107 107 104 101 o7 85 85 86 SAEs 0 0 0 0
g g . Pgtlents received seladelpar.m mg QD in the open-label ASSURE trial S e 31 1 0 » y SO g N o 51 50 4 4 " AEs leading to
S u a * Flbra;es and OCA \éver.e p';Ohlbl:ed. mtEOtlgé%aFl)sc’)sngat .6'|Week washout :% o 80 - :'% o 80 - —e— Seladelpar 10 mg —e— Crossover to 10 mg —o— Placebo permanent withdrawal 1(6) 0 0 0
mmary period was required prior to entry in the ria 285 285 e e e i, of the study drug
« Data for patients in the.ongoing ASSURE trial (qs of 31 January 2024) g £ §A . % £ §: 0 AEs leading to study 0 0 0 0
* Primary biliary cholangitis (PBC) were presented according to the treatment received in the RESPONSE oJXGo o 20Ko discontinuation
: | t i di that trial: seladelpar (continuous seladelpar patients) or placebo (crossover g S § é S § Figure 6. ALT Percent Change From Baseline by Prior Treatment Status AEs leading to death 0 0 0 0
s a long-term liver disease tha seladelpar patients) | o sSg 407 $E§ 407 Liver-related AEs? 2 (13) 0 3 (3) 0
gets worse over time « Efficacy endpoints included the percentage of patients achieving a eI eS8 Prior Treatment With Fibrates/OCA No Prior Treatment With Fibrates/OCA A T e v e I oo s
_ _ composite biochemical response (alkaline phosphatase [ALP] <1.67 x S 20 g 20 4 J 40 RESPONSE ASSURE 2 4 RESPONSE ASSURE o et
 The first choice of treatment for upper limit of normal [ULN], ALP decrease =15%, and total bilirubin [TB] £ . £ 2.
PBC is normally ursodeoxycholic <ULN), other biochemical parameters, and the score on the pruritus ) L I I S £h - o
acid (UDCA) Numerical Rating Scale (NRS) 0 3 6 o 1 13 15 18 0 3 6 o 1 13 15 18 §§ %% Inlede.nce of AEs was similar b.etween trfaatment groups regardless of
. Safety was assessed by adverse event (AE) rates and laboratory findings Months Months 55 20 | 1 53 20 - prior fibrate/OCA use (Table 2; Table 3); no treatment-related SAEs
« Some people with PBC ) Crossover o 0 ma = B IR S T Crowoverotomg e o (O TR IS Do aams szt 5 404 e 5 0 were reported
t t d th fb t Flgure 1_ RESPONSE to ASSURE Ro"over Study Placebo,n/N= 113 213 113 113 113 Placebo,n/N= 4/52  5/52  11/52 11/52 12/52 E 60 . . . . - . . E 60 . . . . . . . e The incidence of liver-related AEs was similar between patients with and
are treated wi Iorates or Design B Seladelpar 10 mg M Crossover to 10 mg W Placebo BL1 3 6 M9 " 1213 15 18 BL 1 3 6 M9 . 12 13 15 18 without prior fibrate/OCA use
0 0 0 0 . ) ) ) ) onitns onins
obeticholic acid (OCA) if UDCA ] Cposis boshomia s s dofinad P ALD 21 67 % UL, ALP dogias o150 and T8 Z0LN. Seladelpar 10 mg,n= 20 18 18 18 16 17 16 16 15 Seladelpar 10 mg, n = 108 107 107 104 101 97 85 85 86
d t k f th Phase 3 Ongomg , ALP, alkaline phosphatase; OCA, obeticholic acid; TB, total bilirubin; ULN, upper limit of normal.. Crossover to 10 mg, n = 9 11 11 Crossover to 10 mg, n = 43 43 41 .
oes not work tor them Placebo-Controlled Study Open-Label Study Peetont T A T Table 3. Common AEs by Prior Treatment Status
. a a, . ) . . . ) . ) —o— oelaqelpar mg —0— Crossover 10 mg —0— r’lacepno 0 -
 Seladelpar is a treatment for RESPONSE (NCT04620733) ASSURE (NCT03301506)*" . srei(ljardueslgaorfIfeigr;(?[eas;:ggp\pos|te biochemical response in a substantial proportion of patients with PBC regardless of n= numberof evluale patents ateachimepon. (>10% in Any Group)
eople with PBC whose disease : _ : : Prior Treatment No Prior Treatment
g P iciently bett Seladelpar Continuous seladelpar - At month 12 of the RESPONSE trial: :a(z}e)“t Incidence, With Fibrates/OCA With Fibrates/OCA
C?GS not get sufficiently better 2 10 mg 10 mg — Among patients receiving seladelpar, 9/20 (45%) patients with prior fibrate/OCA use achieved a composite Figure 7. GGT Percent Change From Baseline by Prior Treatment Status ° (n=33) (n=160)
with UDCA or who cannot = (n = 128) (n =104) biochemical response vs 70/108 (65%) patients without prior use (Figure 2) T ——— Seladelpar Seladelpar
tolerate UDCA %J — Among patients receiving placebo, 1/13 (8%) patients with prior fibrate/OCA use achieved a composite Prior Treatment With Fibrates/OCA No Prior Treatment With Fibrates/OCA through month 12 10_"2'9 10 108
_ _ @ Crossover seladelpar biochemical response vs 12/52 (23%) patients without prior use = 20 1 RESPONSE ASSURE = 20 1 RESPONSE ASSURE (n = 20) (n = 108)
* This analysis reports on how 1 Placebo 10 mg « At month 6 of the ASSURE study (month 18 of seladelpar treatment for the continuous seladelpar group and month E S & COY'D'19 3 (23) 15 (14) 7 (13)
well seladelpar worked and how (n = 65) (n = 54) 6 of treatment for the crossover seladelpar group), generally similar proportions of patients with vs without prior ‘!g?'f’l 'fg‘cﬁ Pruritus 2 (15) 4 (4) 8 (15)
safe it was in people with PBC fibrate/OCA use achieved a composite biochemical response (60—-78% of patients) Eg 20 1 Eg 20 Asthenia 0 3 (23) 5 (5) 1(2)
- - | | | | I | | /] * Fewer patients with prior fibrate/OCA use achieved ALP normalization (Figure 3) in the setting of higher baseline O o °= Arthralgia 0 2 (15) 8 (7) 2 (4)
| | | | | | | | | I // | c c
who had prewously used fibrates DIMI M3 M6 M9 M12 M3 M15 M18 M24 M60 ALP. However, ALP percent change (Figure 4) was similar between the groups, as were declines in alanine S S Gastroenteritis 0 2 (15) 0 1(2)
or OCA 4 4 aminotransferase (ALT; Figure 6), gamma-glutamyl transferase (GGT; Figure 7), and pruritus NRS (Figure 8) O : Mé : T € 8T T Mé : S Hypercholesterolemia 0 2 (15) 1(1) 0
iaati : i i o i inti i i i i onths onths —
. Seladelpar helped to improve Randomisation (2:1) Data%ﬂ[;?;]zlla?;?g?.fr;\r:ﬁjlg?;/SZOM TB was generally stable with some variation in the setting of small sample sizes (Figure 5) Selasepartomg.n=20 18 18 5 5 e s 15 Solspar t0mo.n= 06107 107 . 01 o785 o s Nasopharyngitis 0 2 (15) 7 (6) 3 (6)
rossover 1o mg, n = rossover 1o mg, n=
: e e . . . . Placebo,n= 13 11 12 12 11 11 Placebo,n= 52 51 50 49 47 46 ASSURE Continuous | Crossover Continuous | Crossover
Entry vriteria
d-ISGIIaSIG r_nel;clstL:]res of IPB% ey Entry Criteria Entry Criteria Flgure 3. ALP Normalization by Prior Treatment Status —eo— Seladelpar 10 mg ~ —e— Crossoverto 10mg  —e— Placebo through month 6 Seladelpar | Seladelpar Seladelpar | Seladelpar
simiiar IN DO eoplie WNOo na  PBC diagnosis and treatment * Participated in RESPONSE n = number of evaluable patients at each time point. month 18 overall n=16 n=11 n =88 n=43
previou);Iy used ﬁbréllates or OCA with UDCA for 212 months or — Did not experience AEs leading Prior Treatment With Fibrates/OCA No Prior Treatment With Fibrates/OCA BL, baseline; GGT, gamma-glutamyl transforase; OCA, obeticholic acid. (Diarrhea ) ( . ) 2 (18) ( T ) ( 3 () )
intolerance to UDCA to study discontinuation
and people who had not * ALP 21.67 x ULN 1907 RESPONSE ASSURE 1907 RESPONSE ASSURE Hematuria 0 2 (18) 0 0
Safet it . * ALTand AST <3 x ULN Figure 8. Pruritus NRS Change From Baseline by Prior Treatment Status in Patients Pruritus 2 (13) 0 7(8) 0
[ . <? % - = .
2l e llis it S ILE]T a (TB=2x U . . 80 - . 80 - With Moderate to Severe ltch (NRS 24) at Baseline Anemia 2 (13) 0 2 (2) 2 (5)
between peOple WhO had b?ﬁgdgndgrg%g%?émjgeggﬁisrglgggcs?u%?Iiynglsuggsaggt—ioeatgopl.rlg/?cﬁjglrya:nrrgcl)lggtif:]e?géIljrb%aélgn(t:hlg\;?net:ae?é)t%#d Iggécy seladelpar studies 'E S 5 'E S S Herpes zoster 2 (1 3) 0 2 (2) 0
. . notshown). = . . N . . . . . Q9% Q9% rior Treatment With Fibrates O Prior Treatmen I ibrates
,(’-\E,tagversé event; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; D, day; M, month; - > - > P i T W. h F.b t IOCA N P i T t tWth F.b t IOCA
preVIOUSIy Used flbrates Or OCA PBC, primary biliary cholangitis; TB, total bilirubin; UDCA, ursodeoxycholic acid; ULN, upper limit of normal; W, week. 6_5 -GEJ ‘_E“ 8 60 6-5 -qE) % 8 60 2 _ RESPONSE ASSURE 5 _ RESPONSE ASSURE Headache 1 (6) 0 1 (1) 5 (12)
and those WhO had nOt q6 &, g § "6 2 g § i i AE, adverse event; OCA, obeticholic acid.
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