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Immune-Mediated and Cholestatic Disease: Clinical Aspects
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 Primary biliary cholangitis (PBC) is a chronic, autoimmune, cholestatic liver disease associated with progressive liver injury and significant _ _ o _ _ * The exposure-adjusted patient incidence (per 100 patient-years) of muscle-
. Statin t b 76 WES GG symptom burden’ Figure 2. Percent Change in Lipids With Seladelpar in (A) the related AEs was similar between patients who were taking a statin (3.66)
e asg & _ _ « Dyslipidaemia is common in patients with PBC; approximately 25% of patients with PBC are currently taking statins2* Overall Population and (B) by Statin Use and those who were not (3.52; Table 3)
(26%) among patlents with primary « Seladelpar is a first-in-class delpar (selective peroxisome proliferator—activated receptor delta [PPARJ] agonist) indicated for the treatment of Triglycerides . A_mong_31 patients with muscle-relatgd AEs, 1 patient (an[ on a s_tatin)
biliary cholangitis in the Phase 3 PBC in combination with ursodeoxycholic acid (UDCA) in adults who have an inadequate response to UDCA, or as monotherapy in patients | | discontinued treatment due to myalgia that was not associated with a
y who are unable to tolerate UDCAS” A -@- Overall B —@- No Statin Use —@- Statin Use creatine kinase elevation
open-label ASSURE study « In the pivotal Phase 3, placebo-controlled RESPONSE study (NCT04620733), seladelpar treatment was associated with reductions in 7 * An event of myositis (grade 1) occurred in 1 patient at approximately Month 16,
(NCT03301506) triglycerides, total cholesterol, and low-density lipoprotein cholesterol (LDL-C) at Month 12 vs placebo, regardless of statin use®® -2 did not require treatment, was not associated with an elevation in creatine
» In RESPONSE, muscle-related adverse events (AEs) and creatinine kinase elevations were similar between seladelpar and placebo groups, S kinase, and was assessed by the investigator as unlikely related to seladelpar
* Regardless of baseline statin use, regardless of statin use®” = o
seladelpar treatment resulted in - Thle c;mlgoingt, c(;per:o-label ASSURE Phase 3 study (NCT03301506) enrolled patients with PBC from the RESPONSE study and legacy S ~16% o Table 3. Exposure-Adjusted Muscle-Related AEs in
- . . seladelpar studies T ° [716% the Overall Population and by Statin Use
clinically meaningful and sustained 5 i P - B
: C e : et _ vera o Statin Use atin Use
improvements in lipid profiles through Obi je ctive c Exposure-Adjusted AEs, (N = 337) (n = 250) (n = 87)
36 months O n (n per 100 PY) PY =872.4 PY = 653.8 PY = 218.5
g_’ _30 Any muscle-related AE? 31 (3.55) 23 (3.52) 8 (3.66)
_ _ « To assess long-term changes in lipids and muscle-related « Key baseline demographics and clinical characteristics for patients with PBC | | | | | | | | | | | | | | Myalgia 11 (1.26) 10 (1.53) 1 (0.46)
« Concomitant statin and seladelpar safety in patients with PBC treated with seladelpar, with and in the ASSURE study are shown in Table 1 Total Cholesterol Muscle spasms 9 (1.03) 8 (1.22) 1(0.46)
use appeared overall safe, with no without concomitant statin use, in the ongoing open-label * In ASSURE, 87/337 (26%) patients were taking concomitant statins " Fibromyalgia | 3 (0.34) 2 (0.31) 1 (0.46)
: : Phase 3 ASSURE study at baseline ‘_I’_’I Musculoskeletal chest pain 3 (0.34) 1 (0.15) 2 (0.92)
Increase in muscle-related adverse | | H ~5% Musculoskeletal pain 3 (0.34) 2 (0.31) 1 (0.46)
.. — The most commonly used statins were atorvastatin (51%) and © Muscle tightness 1(0.11) 1(0.15) 0
events or muscle toxicity for up to rosuvastatin (26%), followed by simvastatin, pravastatin, lovastatin, and = Musculoskeletal discomfort 1(011) 0 1(0.46)
48 months combination statin treatments (each <10%) 8; _14% Myositis 1 (0.11) 1 (0.15) 0
| | — Mean total cholesterol and LDL-C were higher in patients with no statin c Musculoskeletal stiffness 1(0.11) 0 1(0.46)
’ Patlents from RESPONSE and Iegacy Seladelpar StUdIeS use (2413 mg/dL and 1402 mg/dL7 reSpether) than |n patlentS Wlth .‘:u _20 | | ;AX\IEP;E\ASIGV;/:Leo’gggtg::ir;trgmgi%e&tedstt))gzsgrtls?cr)\;sze?X{)er;IEgggrgg{gdtffggwélrie de_termined based on predefined search strategy.
Plai n Lang uage enro”ed |n ASSURE. and recelved Open_label Seladelpar Stat|n use at base“ne (1986 mg/dL and 1010 mg/dL, respeCtlvely) 8 AE, adverse event; MedDRA, Medical Dictionary for Regulatory Activities; PY, patient-years.
10 mg once dalily (Figure 1) — Patients had similar mean HDL-C and triglyceride levels at baseline, o . . .
e This interim, post hOC, p00|ed ana|ysis includes all regardleSS Of statin use 8 ¢ Creat|ne k|nase |.eV.e|S remained stable through 36 m(?nths Of Seladelpar
Su m mary patients enrolled in ASSURE (N = 337; data cutoff date: 5 | | | | | | | treatment, with similar mean values regardless of statin use (Figure 3)
_ _ T . . . . o2 x e .
31 Jahuary 2025). | - Table 1. Demographlcs and Baseline Characteristics grter?pne ktl_nai;e elevat;o?s 1(2/ upger I;mlt of rlo:_maz;ccurred infrequently
: - Baseline was defined as the time of seladelpar initiation in - - - - - oth in patients on a statin (1%) and not on a statin (1%)
» High cholesterol levels are common RESPONSE or ASSURE in the Overall Population With and Without Statin Use w . Statin initiation while on seladelpar was uncommon; 19/250 (8%) of patients
In patlents Wlth prlmary blllary ° Changes from baseline in ||p|ds (triglycerideS, total (g\ieggl;) No(:t_atzlgol)'jse Si(:?ltl_nal;?e -2 79, W|thout baseline Statin use |n|t|ated Statins Whlle taklng Seladelpar
ngn . . . . = — - (4v] (1]
cholanaitis (PBC cholesterol, LDL-C, and high-density lipoprotein cholesterol A sD 531 (9.70 570 (988 613 (8.44 O _ _ _ _ _
gitis ( ) [HDL-C]) were reported by baseline statin use through Sg:’ xe(?/:f mean (SD) 10.70) 09:89) 3 (844) = Figure 3. Mean Creatine Kinase Over Time With
. . . 2 () - =
» Statins are a group of medications 26 months o eator . B Female 318 (94) 243 (97) 75 (86) > Seladelpar in (A) the Overall Population and (B) by
* EXposure-agjusted safety was assessed by examining Male 19 (6) 7 (3) 12 (14) © Statin Use
that are used to lower overall AEs and muscle-related AEs by baseline statin use Race® n (%) o o A o Overal
cholesterol levels through Month 48 (or longest exposure) White 289 (86) 219 (88) 70 (81) I 2% g :gg
* In total, 26% of patients with PBC in Figure 1. ASSURE Study Design Asian 24 (7) 15 (6) 9 (10) o 50l - N g -
: : Ameri Indi + _
the ASSURE study were taking statins Current Analysis Population Nocke Natve 11(3) 9 (4 2(2) S A c 40
_ o Pooled population of all patients — : onths Statin Use onths 8 20 A
at the time of seladelpar initiation RESPONSE ASSURE | who enrolled in ASSURE from Missing/Declined 6 (2) 2 (1) 4 (5) N=337 332 324 308 259 219° 122 n=8 87 8 8 61 54 27 = 0. . . . . . .
Baseline Baseline initiation of seladelpar 10 mg to Answer No Statin Use BL 6 12 18 24 30 36
. : - : _ Months
e In this Iong-term fO||OW-Up sty dy | RESPONSE Study | ASSURE Study HISpa.nIC, n (%) 72 (21) 60 (24) 2 (14) n=250 245 239 227 198 165 95 N < 337 23 205 500 )57 219 -
’ : (N =193) : (N =337) Duration of PBC", years, 101 (6.33 9.8 (5.90 1.0 (7.4 “At Month 30, 218 pationts tad evaluable LDL-C data
patient Cholesterol and triglyceride Randomised, Open_Labe| Phase 3 Study mean (SD) . ( . ) . ( . ) ( ) BL, baseline; LDL-C, low-density lipoprotein cholesterol. B j 120 - —&—- No Statin Use —@— Statin Use
_ Placebo-Gontrolled BMI, kg/m?, mean (SD) 273 (5.82) | 274 (6.00) 270 (5.30) S 100- o M 89.7 UL
levels were reduced with seladelpar | | . Cirrhosis, n (%) 03 (16) 39 (10) 4 (16)  Through Month 48, incidences of AEs and serious AEs were similar in patients on a statin at E 80 - 5%\} 3 oo UL
treatment, and seladelpar was safe e Sl mg} i £Ln b, mean B0 2675 12059 | 2043 12770] | 2665 (3059 baseline compared with those not on a statin (Table 2) 4 60
i i , , il
with up to 4 years regardless of 5 mean (SD) 796(63.03) | 80.2(68.75) | 776 (42.80) g
: ; Pooled Total cholesterol, mg/dL, Table 2. Overall Safet |
statin use Crossover Seladelpar;  Seladelpar mean (SD) O 230.2 (51.62) | 241.3 (48.98) | 198.6 (45.81) y — S — = - : . e
=6 = 10
(n =65) DEER N = 337 HDL-C, mg/dL, mean (SD) | 771 (23.89) | 78.2(23.16) | 74.0(25.78) Exposure-Adjusted AEs, (N = 337) (n = 250) (n = 87) | Months
: LDL-C, mg/dL, mean (SD) 130.1 (43.84) 140.2 (41.61) 101.0 (36.68) n (n per 100 PY) PY = 872.4 PY = 653.8 PY = 218.5 o g:z::: 8:2 2 = 28570 25175 28450 28227 16907 15645 Sg
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ren 1. Eur 0 tion for y er | . : 72, Legacy > _g y Studies; ) ) 1156 (5038) 1149 (5162) 1177 (4685) y . . gﬁtabg:(tac;ifrf].e:.ﬂ January 2025. Month 48 data was not included due to insufficient sample size; hence, the data are limited to Month 36.
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