Change In Pruritus In Patients With Primary Biliary Cholangitis and Moderate to Severe Pruritus: THU-294
A Pooled Analysis From the RESPONSE and ENHANCE Studies
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« PBC is a chronic, progressive, autoimmune, cholestatic liver disease’ « Atotal of 126 patients with moderate to severe pruritus at baseline (NRS 24) were pooled from the ENHANCE and At months 1, 3, and 6, patients who received seladelpar experienced greater improvements in the 5-D itch scale total and
. Consistent with previous studies « Pruritus may occur in up to 70% of patients with PBC during the course of disease and can greatly RESPONSE studies, representing 50 patients who were randomised to placebo (ENHANCE: 27; RESPONSE: 23) and 76 who domain scores as early as month 1 that were sustained through month 6 (Figure 4)
this pooled analysis demonstrated reduce quality of life2? were randomised to seladelpar 10 mg (ENHANCE: 27; RESPONSE: 49); baseline characteristics are shown in Table 1 . At month 6, mean change from baseline 5-D itch scale scores for seladelpar 10 mg vs placebo were:
that seladel reat £ « Seladelpar is a first-in-class delpar (selective peroxisome proliferator—activated receptor delta — 5-Ditch total scores: =5.09 vs =1.70, P <.0001
Sl Sl pelr trsElEn | o be [PPAR®] agonist) indicated for the treatment of PBC in combination with ursodeoxycholic acid Table 1. Baseline Demographics and Clinical Characteristics — 5.D sleep disturbance item scores: —1.14 vs -0.24, P = 0004
to 6 months reduced pruritus (UDCA) in adults who have an inadequate response to UDCA, or as a monotherapy in patients Seladelpar 10 mg (n = 76) L &4, :
to a greater extent vs placebo unable to tolerate UDCA*® Ade. vears. mean (SD 534 (10.6 53.8 (95 . : : L e
in patients with primary biliary - In two Phase 3, placebo-controlled trials—ENHANCE (NCT03602560) and RESPONSE Ffm’a‘l’e o (%) (2D) =3 296') ) E%)) Figure 4. Changes in 5-D ltch Total Score; 5-D Itch Duration, Degree, Direction, Distribution, and
holanaitis (PBC) who had (NCT04620733)—seladelpar significantly reduced pruritus among patients who had moderate to oo at PBC dinonoci P ———— 173 (105 46 97 Disability Domain Scores; and Sleep Disturbance Item
cholangitis ( ) who ha severe pruritus at baseline, defined as numerical rating scale (NRS) score 24738 gc d ag (:s S, years, mean (SD) 3 (10.5) O.7) 5-D Itch Total Score
moderate to severe pruritus On UDCA, yes, n (%) 69 (91) 48 (36) N o J
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oz slldlert 2t rrerih 4 e « To explore pruritus outcomes from a pooled dataset of patients with PBC and NRS 24 at baseline in NR;S >7 n (% 25 (33 18 (36 L C —l— Seladelpar 10 mg
_ ENHANCE and RESPONSE 27,0 (%) (33) (36) o O 4 '
treatment and was sustained PBC-40 itch domain, mean (SD) 8.8 (2.8) 9.3 (2.9) g) — N Placebo
through month 6 across 3 5-D itch total score, mean (SD) 16.1 (3.5) 15.9 (3.6) 7)) * -5.09
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— Improvements in sleep _ _ Months
disturbance were seen in Figure 1. ENHANCE and RESPONSE Study Designs - NRS, PBC-40 itch domain, and 5-D itch scale scores were similar between the seladelpar and placebo groups at baseline
patients receiving seladelpar ENHANCE?® - 0.0 —vem o-D ltch Duration 0.0 —reme o-D ltch Degree
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Compa.red with pahents Entry Criteria SELADELPAR 5 mg SELADELPAR 10 mg N Y R L rrE i i i A A . g +H 1 :
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Seladelpgr was well tolerated in patients with nonalcoholic steatohepatitis, which were deemed unrelated to seladelpar by an Months Months Table 2. Safety Overview
these patients independent committee of pathologists and hepatologists® Soladeloar 10 - 56 o 47 6 a6 5o 47 _ _ -
 In this pooled analysis, change in NRS scores, change in PBC-40 itch domain scores, and change cadeipar U 1a, 0= aafienfineldoncoliiivo) SeladolparmioinalNENio)
N | in 5-D itch scale scores up to month 6 were assessed in patients with moderate to severe pruritus Seladeloar 10 Placeb Any AE 57 (75) 40 (80)
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éiinec:;zonni;1.382(2‘)(21‘(1)05033;\1/22;73.;.Stir\;d§;zi. l;fSP;z;edsuc;':b(i:r;]gi121322:3;):.é}i:f:(;j - Data through month 6 were assessed due to Only a feW EN HANCE patients reaChing t|me gPr%Ca)t-:rOSjltggpdgirgtiirnb:ﬁgggs range from 0 to 15,pwitH higher scores indicating poorer quality of life. In the PBC-40 itch domain, sleep is a single item that grades how often itching disturbs sleep on a scale from 0 to 5, with higher scores indicating SAESa : - - . 4 (5) 2 (4)
Sciences: Inc:; 2024: 6: Seladel-par Gilead. Erl\B;IA prescribing information. éilead pOintS beyond month 6 ;PL,<5g1séisngl;afg?f;;;ﬁf}fggl_VS placabo. AES Iead!ng tO treatment dISCOntlnuatlon 3 (4) 3 (6)
sS.C :—Ti?s?ssizicle?; 'é;,zifii_Z?;ZZT‘SSZ2’7225';3552%_Jg“_”ié"nzﬁjﬁ;";i‘;(i’jﬁi'ﬁ“' « Scores on the pruritus NRS ranged from 0 to 10, with higher scores indicating worse itch® AES_lead'ng :O death 0 0
11 Vv N ool Db Drs Set 20256831565 1005. 12. e 6. et ot By - Scores on the PBC-40 itch domain ranged from 0 to 15, with higher scores indicating poorer quality « At months 1, 3, and 6, patients who received seladelpar experienced greater improvements in PBC-40 itch domain and sleep Pruritus AEs _ 6(8) 7(14)
Dermatol. 2010;162(3)567-03. o o of life™ " disturbance item scores compared with those who received placebo (Figure 3) 5,1&lASE,fEV;eV;z:ger?;;“t?g;figqgg?;ggﬁ’ fd through m°nthf6U”'feSS otherwise stated. |
®Pruritus AEs were identified by a predefined search strategy of preferred terms containing “prur”; seladelpar: pruritus (5), vulvovaginal pruritus (1); placebo: pruritus (7).
B o o haients: ther emiles and » Scoring on the 5-D itch scale included 5 domains: duration, degree, direction, distribution, and « At month 6, mean change from baseline in PBC-40 itch domain and sleep disturbance item scores for seladelpar 10 mg vs AE. acherse ovent CTCAE, Common Tominology Ciera o AQverss EVents SAE. SaHous agverss svent. oo Fro e () Peeeborpreres (0
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[ e e saee, e, o7 el S,Nu“riffafﬂifv”.;'fv: ngf:: Z‘;e:::;'t”c' - Sleep disturbance data were based on the sleep disturbance questions within the itch domain of — PBC-40 itch domain scores: -2.41 vs -0.98, P =.023 - Overall, safety and tolerability among patients with moderate to severe pruritus at baseline were similar between the seladelpar
the top right. the PBC-40 and the 5-D itch disability domain — PBC-40 sleep disturbance item scores: —0.63 vs —-0.19, P = .114 and placebo groups (Table 2)
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