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Back g Table 1: Child-Pugh Classification Criteria Table 3: PK Parameters for Seladelpar in Subjects with Normal Safety
ackgroun Points Scored for each Observed Finding Hepatic Function and Varying Degrees of Hepatic Impairment - No deaths or treatment-emergent adverse events (TEAESs) that led to
« Primary biliary cholangitis (PBC) is a rare, idiopathic autoimmune disease I N Grade 1.2 Grade 3.4 study withdrawal were reported | | |
of the liver characterized by an inflammatory destruction of intrahepatic bile PREoPATY one (Mild-Moderate) (Severe) N=8 N=8 N=8 N=8 * Overall, 8/32 subjects had 21 TEAE (12 TEAEs in total): 2 subjects with
ducts that leads to chronic cholestasis? Ascites None Slight Moderate Crnax (NG/ML)? 71.9£28.0 101 + 58.7 398 + 199 379 + 180 normal hepatic function, 3 subjects with CP-A HI, 1 subject with CP-B HI,
» The disease can progress to cirrhosis, particularly if patients do not respond SRR EE) <2 2-3 >3 T, (hE)P 20(05,40)  15(0.540) 10(0515) | 0.50 (0.5 4.0) and 2 subjects with CP-C HI
adequately to ursodeoxycholic acid (UDCA), the first-line treatment for PBC?2 Albumin (g/dL) ><3f 2'3'2'5 <>268 AUC,, (hrng/mL)? 568 £ 217 285 1+ 493 1763 + 606 1570 + 886 * TEAEs were reported in 1 subject except for fatigue (occurred in 2 subjects)
« Seladelpar, a selective peroxisome proliferator-activated receptor-delta PT (sec prolonged) or INR <17 1703 e AUG. . (hrng/mLy o 15 1 230 07 1 610 161 870 . TI_EAEs were considered unrelated to se!adelpar gxcept for 3 TEAEsS In 3 subjects
(PPARS) agonist, has demonstrated potent anticholestatic and anti- S T S AT oinf {HES - - - - with CP-A HI: gastroesophageal reflux disease, diarrhea, and arthralgia. Al :
inflammatory activity in phase 2 studies of patients with PBC, with or Subjects Enrolled Total Score Group Severity b2 (hr)? 6.7+16 6.2+16 62+14 72+16 resolved during study participation | ¥ B
without cirrhosis®# o 6 A Vil CL/F (L/hr)2 154 + 4.5 14.3+4.9 6.3 +3.0 7.8+35 * All TEAES were mild in s_everlty, exc_ept for 1. case of a severe SAE: e§ophageal g £8
« Patients with PBC progress to cirrhosis, so it is important to evaluate o 70 3 Voderate VZIF (L) 141 4 290 190 + 36.5 5464210 8.7 %306 varices hemorrhage. This occurred in a subject with CP-C Hl and a history of § £ 2
Candidate treatments n patients Wlth impaired hepatic function, as drug 8 10-15 C Severe AUC,.s, area under the concentration-time curve extrapolated to infinity; AUC,, area under the concentration-time curve recurrent bleedlng from esophageal Var!CeS- ThIS event was ConSIdered un“kely g —l%
eXpOSU re may be altered Ip th|S pOpU|atiOn5 INR, international normalized ratio; PT, prothrombin time. fromq[-ilp:;e 0 until the last quantifiable measurement; CL?F, apparent totazll,body%tl’earance; Cihax, Maximum observed plasma {o be related to Selade!par by the Inve.3t|gat0r S m%
» Here we report on the pharmacokinetics (PK) of seladelpar in patients with T vt of diatiuton o C Priase NalEAle: Tmax fme fo reach maximum plasma concentrafion: * No relevant changes in mean vital signs, 12-lead safety ECG parameters, ﬂ
hepatic impairment (HI) compared with healthy volunteers *Arithmetic mean + SD. physical examination findings, or mean laboratory values were observed
ReS U ItS bMedian (minimum, maximum).
Population: PK Analysis Set. i ]
Obijective Demographics and Baseline Characteristics Discussion
Table 2: Subject Demographics and Baseline Characteristics Figure 3: Change in C,,, and AUC, in Subjects with HI + Mean seladelpar exposure (C,,., and AUC) was not significantly altered in
* To evaluate the PK and safety of a single oral 10 mg dose of seladelpar in Relative to Subjects with Normal Hepatic Function subjects with CP-A HI compared with healthy subjects
subjects with varying degrees of Hl vs matched control subjects with N=8 N=8 N=8 N=8 N=32 . C..., and AUC more than doubled in subjects with CP-B or CP-C HI >
normal hepatic function MBI FETEE, 0 6/2 6/2 6/2 6/2 2418 Crmax (Ng/mL) compared to subjects with normal hepatic function o
Age (years), mean (SD) 589(5.1)  ©57.8(68)  606(75) = 54.1(40) 57.8(6.2) | _ Notably, seladelpar exposure was similar between subjects with CP-B S
BMI (kg/m?), mean (SD) 31.0(24) 31.9(5.1) 29.8(3.5) 28.1(4.7) 30.2(4.1) g and CP-C HlI 3
Methods CP score, mean (SD) n/a 5.0 (0) 78(0.9)  10.3(0.5) n/a cPeq — = |  Mean t,,, did not appear to be impacted by the degree of Hi S
| | | | | o Cirrhosis, n (%) 0 5 (63) 8 (100) 8 (100) 21 (66) § » Mean seladelpar clearance (CL/F) decreased with increasing Hl <
e SUbjeCtS with normal hepatic function and subjects with mild (CIaSS A), Prothrombin INR, mean (SD) 1.01 (0.06) 1.05(0.05) 1.26 (0.17) @ 1.36 (0.20) n/a CP-B7 : ¢ : « Seladelpar appeared to be safe and well tolerated in subjects with varying g
moderate (class B), or severe (class C) HI, as defined per Child-Pugh (CP) ALT (IU/L), mean (SD) 19.0(9.9) | 35.8(14.7)  30.9(27.3)  31.3(19.6) n/a degrees of Hl
score,® were enrolled (Figure 1) AST (IU/L), mean (SD) 18.1(5.7) | 33.3(12.9) 52.6(32.2) 58.5(25.7) n/a CP-Aq » All TEAEs were mild except for a severe SAE of esophageal varices
— Subjects with normal hepatic function were required to have normal Albumin (g/dL), mean (SD) 4.3 (0.2) 4.3 (0.3) 3.6 (0.5) 2.9 (0.4) n/a . - hemorrhage, which was consistent with the patient’s previous history
alanine aminotransferase (ALT), aspartate aminotransferase (AST), and Bilirubin (mg/dL), mean (SD) = 0.5(0.2) = 05(0.2) = 15(0.5) | 2.0(0.9) n/a 0 1 2 3 4 5 6 7 8 9 10 (recurrent bleeding from esophageal varices)
’fcf;;al biIirubinf \Aages e o | bl 1 Platelets (x109L), mean (SD) 217.8 (43.6) 218.9 (61.5) 105.0 (44.5) 104.4 (43.5)  n/a Ratio of Geometric Least Squares Mean (90% CI) vs Normal Subjects
- SCOres o , D, dl were ae ine aCcor mg to Table BMI, body mass index; n/a, not applicable; NASH, nonalcoholic steatohepatitis. * .
- Planned enrollment was 32 subjects (male and female), with 8 subjects Popton: Safety Anlysi Set. p AUCo.(hrng/mL) Conclusions
in each of 4 groups: healthy subjects with normal hepatic function, « Subjects in the HI cohorts had a medical history consistent with chronic : _ o _
CP-A HI, CP-B HI, and CP-C HI liver disease. These conditions included alcoholic cirrhosis, hepatitis C, cp-cH o : * Single-dose administration of seladelpar appeared to be safe and well
» Subjects with normal hepatic function were matched to those with CP-B HI NASH, and PBC tolerated in subjects with varying degrees of HI.
based on gender, body mass index, and age S g | o : * Compared with healthy controls, CP-A HI did not significantly change the
+ All enrolled subjects received a single oral dose of 10 mg seladelpar at Day 1 Pharmacokinetics Egcggzglr?delpaﬂ and dose adjustments in this population do not appear
. ggfgs;?orreertaebrﬁi’S/ns;g?nde.téys%;g,e?suego-t, S e foz, LR V2, 72 Figure 2: Seladelpar Mean Plasma Concentrations over Time PR . G.iven the magnitude of the increases in seladelpar exposure in subjects
— Physical examination findings, vital signs, 12-lead electrocardiograms ! ! ! ! ! with CP-B and CP-C HI, further characterization of dose exposure in PBC
(ECGS)= CIinicaI Iaboratory findings (hemat0|09y5 Clinical ChemiStry’ and j 1000_5 " Normal’ N=8 Ratio of Geometric Least Squares Mean (90% CI) vs Normal Subjects patlents with or without cirrhosis may be warranted
urinalysis), monitoring of adverse events (AEs) = CP-A, N=8 Population: PK Analysis Set.
- Analysis datasets | S - CP-B, N=8 References
- PKAnalysis Set: included all subjects who underwent plasma PK = — CP-C, N=8 + Thirty-one of the 32 subjects completed the study; 1 subject in the CP-B HI
Samp“ng and had evaluable PK assay results —_ g. group withdrew due to a fami|y emergency* 1. Khanna A, Jones DE. Novel strategies and therapeutic options for the management of primary biliary
- Safety Analysis Set: included all subjects who received 10 mg seladelpar 8 [ _ cholangitis. Therap Adv Gastroenterol. 2017;10(10):791-803. | o
+ o 100- * Exposure (Cmax= AUCO_t, AUCO_inf) (Table 3, Flgure 3) 2. Goldstein J, Levy C. Novel and emerging therapies for cholestatic liver diseases. Liver Int. 2018;38(9): c
= O — CP-AHI vs normal hepatic function: no significant difference in C,,,, AUC,y, 1520-1535. | - - =
. . S v or AUC.in " Lilary cholangitis with an inadequate response 1o urecdeoxycholi aic: a double-bind, randomised, 5
Flgure 1: StUdy DeS|gn and Schedule of Assessments % g — CP-B or CP-C HI vs normal hepatic function: ~5-fold increase in C,,, and ~2- placeybo-controlled, phase 2, proof-of-concept study. LancetyGastroente-rol Hepatol. 20‘]7;2(10):716-’726. "c:_é
."q_-; % fold increase in AUCO_t and AUCO-inf 4. II;/Iaa}[iyeonJI[\;I.JiD?; :é.n?:(;a;jtellzpfg I]iozr (’;f;z _tft?;’[?ae(;t FCJ); E)1r|2m2tary biliary cholangitis: Experience with 25 cirrhotic _c%
g ,.E,  Terminal elimination phase half-life (t1/2) (Tab|e 3) 5. E?rvr\]/z;(lj:;tg Et aCI/.i,E/I?;c;IiSrl\g‘]sillrlc;g?g%r(ign)%nztgl ;;%dies of obeticholic acid exposure and the impact of »
Check-in PK period E 8 10_: - Mean t1/2 in SUbjeCtS with CP-A, CP-B, or CP-C HI ranged from6.2to0 7.2 6. (I;Iugh RN, etgall. Transection of.the oe,sopr.\agus for-bleeding oesophageal varices. Br J Surg. 1973;60(8): -§
< S i hours; this was comparable with mean t;,, for normal subjects (6.7 hours) 646-649. 2
Lﬂ’, x « Mean apparent clearance (CL/F) (Table 3) S
Day -28 Pay-2 Day '110 - gDSae’: a1 delpar Payz  Days  Day4  Days £ e _ CP-AHI vs normal hepatic function: no difference in CL/F Ack led t of Contribut
« TR > E — CP-B or CP-C HI vs normal hepatic function: CL/F decreased by ~50% CKNowile gemen O ontrioutors %
< > 1 [ T I T | T | T | T | : , : . . . N . :i-!-é:.‘E %
Safety assessments *Data from all 32 subjects were available for the PK analysis, as samples were collected up to 24 hours post dose from the We gratefully acknowledge study participants and site study staff for their contribution to the study. r =
0 10 20 30 40 50 subject who withdrew and were included in the analysis. The authors acknowledge the medical writing assistance of ETHOS Health Communications in Yardley, USA. | 3: %
aBlood collection for PK analysis occurred predose and at 0.5, 1, 1.5, 2, 4, 6, 8, 12, 18, 24, 36, 48, 72, and 96 hours post dose. Population: PK Analysis Set. Time (hr) Presented at The International Liver Congress™ 2019; 10-14% April 2019: Vienna, Austria. E il §
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