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Efficacy and Safety of Seladelpar vs. Elafibranor in Patients with Primary Biliary Cholangitis: A Matching-
Adjusted Indirect Comparison (MAIC)
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. Introduction « Several sensitivity analyses were conducted, including an unanchored MAIC for the composite response outcome, which adjusts for population
Conclusion imbalances between treatments without relying on a common comparator
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- Primary biliary cholangitis (PBC) is a rare, cholestatic, and chronic autoimmune disease of the liver that results in the gradual destruction of Table 2. Baseline covariates prior and post-matching; primary matching set
. : intrahepatic bile ducts followed by periportal inflammation and cholestasis™-23
S_eladelp.ar derr_mnstrated. overall numerically better 4 | 5 | | | | ELATIVE Raw RESPONSE Raw RESPONSE Adjusted®
biochemical efficacy and improved safety compared * Seladelpar® and elafibranor® are recently approved second-line treatments for PBC, both improving alkaline phosphatase (ALP) levels. However, -
to elafibranor using a robust MAIC approach' only seladelpar significantly improves pruritus based on the pivotal studies (RESPONSE and ELATIVE, respectively) for each agent N=161 N=193 N=1932 N=171° (Evaluable)
however, statistical significance was not achieved . Several network meta-analyses (NMAs) have been conducted recently to compare the interventions; however, substantial differences in key effect Age, years (MeantSD) 5/.10£8.70 56.73+9.79 57.10+8.72 57.10+8.73
’ modifiers and cut-off values across the trials render population-adjusted methods, such as matching adjusted indirect comparison (MAIC) Cirrhosis (%) 10 14 10 10
Plal " Ianguage summary preferable, consistent with the recommendations outlined in NICE TSD 18° Bilirubin, pmol/L (MeanSD) 960 +510 12.83 + 513 960 +5.11 960 +5.12
 An indirect treatment comparison (ITC) of the biochemical efficacy and safety was conducted in adult PBC patients using data from the ALP, U/L (MeanzSD) 321.90 + 150.90 314.30 + 121.90 321.90 + 151.29 321.90 + 151.35
: o i, : : RESPONSE and ELATIVE trials
¢ Prlmary blllary ChOIangltls (PBC) |S a rare, Ch ronIC ALP, Alkaline phosphatase; N, Sample size; SD, Standard deviation, “Individual-level data from RESPONSE were adjusted for four key effect modifiers to match ELATIVE baseline characteristics; “Evaluable (sample size or population) refers to the number

of participants for whom the outcome was measured in each intervention group; 2For binary outcomes; PFor continuous outcomes

progression. PBC can cause the gradual destruction
of intrahepatic bile ducts, followed by periportal

« The clinical systematic literature review identified two Phase |l randomized controlled trials (RCTs), RESPONSE* and ELATIVE?®, which evaluated

I He— the efficacy and safety of seladelpar 10 mg and elafibranor 80 mg, respectively, at 12 months (Figure 1) «  Seladelpar showed numerically better results for ALP normalization, and greater reduction in ALP levels from baseline, with a mean difference of -
* Due to substantial heterogeneity in effect modifiers, biochemical response thresholds, and placebo responses among trials (Table 1), an anchored ﬁo'a‘?’ LIJ(; Lbrelatli/edti)heltaflbralr_lrocg, iNh'Ie a nuriierlcally Iowei efflec?t Wa‘i‘ c;l;served f(?r thel corrtl)posne endpoint using plactebo as abcomm?nbciomparatciir]
. : : MAIC was performed followina the NICE TSD 18 quidance® . should be noted that any or composite response involving elafibranor using placebo as a common comparator may be unreliable, given the
Seladelpar  and elaﬂbranor are two emerging o P ° -g - . S different placebo response rates observed in the ELATIVE and RESPONSE trials, respectively (3.8% vs. 20.0%)
treatments for second-line PBC treatment. Both * Individual-level data from RESPONSE were adjusted for four key effect modifiers (age, cirrhosis, bilirubin, and ALP levels) to match ELATIVE . Using the unanchored MAIC approach, seladelpar demonstrated a numerically higher composite response than elafibranor

baseline characteristics (Table 2). The selection of effect modifiers was based on a comprehensive approach, incorporating previous NICE

. . . g . « The odds of experiencing any TEAE, pruritus as a TEAE, and all-cause discontinuation were lower with seladelpar, with an odds ratio of 0.37, 0.35,
technology appraisal’, targeted literature review?® and clinical expert validation

and 0.66, respectively (Figure 3)
° Binary biochemical efficacy endpoints of ALP normalization and the composite biochemical response (Figure 2) were recalculated to account for e The results for Sensitivity ana|yses were a|igned with the base case results for all the efficacy and Safety outcomes (Tab|e 3)

interventions have demonstrated substantial efficacy
In the Phase lll studies RESPONSE and ELATIVE,

respectivel . . o " . T . o .
P y ijlfferencles In ULdNﬁthreshoIds for ALP and total bilirubin. Additional efficacy comparison involved ALP change from baseline, which is not sensitive Figure 3: Forest plot of MAIC results for comparison between seladelpar 10 mg vs. elafibranor 80 mg
» Seladelpar was numerically better than elafibranor in © normal range Aerences Efricacy outcomes Satety omeomas
most results, including reduction in alkaline . Bpth .trials. evaluated piuritus .in moderate-to-seve_re subgroup (Numerical rating scale/NRS.2.4); hovi/ever, orily seladelpar deinoristiated a Outcome MD (95% Cl) Outcome OR (95% CI)
h hat ALP) | | d i st ALP significant improvement in pruritus compared to elafibranor. Further, the lack of subgroup-specific baseline data in the ELATIVE trial limited the
phosphatase (ALP) levels and in achieving ability to include this outcome in the MAIC ALP CFB . 3043(9784,3699) Ay TEAEs . 037 (0.06, 2.24
normalization : L I .
Flgure 1- FIOW Of StUdles In the SLR -100 <«— Favors seladelpar o Favors elafibranor— 100 0625 < Favors seladelpar 1 Favors elafibranor— 16
° Moreover, treatment with Seladelpar was linked to Total records identified Records screened based on Full text articles assessed for Included studies in ITC (n=2 RR (95% Cl) OR (95% Cl)
fewer adverse events, such as a lower incidence of (n=2385) titte and abstract (n=2049) eligibility (n=335) studies from 12 Publications) AL mormalization . 1 66 (0,03, 85.54) Pruritus as TEAE - 0.35 (0.06, 2.10)
rurit nd treatment discontinuation . . | )
p uritus a d ea © d SCO uations ITC, Indirect treatment comparison; SLR, Systematic Literature Review 016 <«— Favors elafibranor 1 Favors seladelpar—> 64 0625 <«— Favors seladelpar 1 Favors elafibranor— 16
* Overall, seladelpar exhibited a favorable efficacy and Table 1. Population characteristics reported across the trials RR <9§°/7000(2 e OR (95% Cl)
safety profile Population characteristics ELATIVE? RESPONSEP Composite reSponse: L i.oz ((')_7;3 i_36) All-cause discontinuation * 0.66 (0.1, 4.06)
Intervention group Elafibranor 80 mg (N=108) | Placebo (N=53) Seladelpar 10 mg (N=128) | Placebo (N=65) Composite response . . | | |
¢ Further Iong-term trIaIS are needed for more rObUSt Mean age! years (SD) 575 (84) 564 (93) 566 (100) 570 (92) <«— Favors elafigi*gnor 1 Favors seladelpar—> 4 0125 <— Favors seladelpar 1 Favors elafibranor —> 8
head-to-head comparisons to inform future clinical ConclmentihL SN oLc) TOAL e 20) 01 (96.0) 120 (83.7) 01 (93.8) a , | T | e Contencs et N . . I
.. . P Female no. (%) 102 (94.0) 52 (98.0) 123 (96.1) 60 (92.3) Troatment emergent adverse event: I the ELATIVE trs, the primry analyis was based on data from e double-blind period, with effcacy end points assessed at woek 52 safely analyses included data Up {6 104 woeks: In the RESPONSE i, all he eficacy and safety sndpoints
decision-making Race or ethnic group (White) no. (%) 101 (94.0) 46 (87.0) 114 (89.1) 56 (86.2) were assessed at 52 weeks
Time since diagnosis, years 7.9 (5.9) 8.3 (6.8) 8.2 (6.7) 8.6 (6.5) Table 3: Sensitivity analyses results for comparison between seladelpar 10 mg vs. elafibranor 80 mg
References: 1. Laschtowitz A et al. United European Gastroenterol J. 2020; 8(6):667-674. 2. Pandit S et al. StatPearls Baseline ALP mean U/L (SD) 321.3 (121 9) 323.1 (1986) 314.6 (123'0) 313.8 (1 1 7'7) Effi - . - . . . .
Publishing. 2024. 3. Galoosian A et al. J Clin Trans| Hepatol. 2020; 8(1):49-60. 4. Hirschfield GM et al. N Engl J Med. 2024; Mean total bilirubin level-umol/liter (SD)* 9.7 (5.1) 9.4 (5.0) 13.1 (5.1) 12.7 (5.1) icacy outcomes i'Sthlﬁzr:n'X-iz - gaye_sfl_a'i NNéA I('"forinatW: prior. ;‘;aIgChored Safety outcomes gaye_Sfl_al} NMQ (Turner P"tor-
390(9):783-794. 5. Kowdley KV et al. N Engl J Med. 2023; 390(9):795-805. 6. Phillippo D et al. NICE Decision Support Unit. - - : ¥ nchore ecific for Biological markers ecific for adverse events
201&3.)7. NICE TA1O106V.\IEle;7l‘ibrar?orafor tregtging pr/?mary biliary c(thangitis [ID6331I]. IF2)8(2)4. Se. I:aammers V\%:I:ioa,i. Abivplfl?lepa,;:)l. Cirrhosis at baseline-no. (%) 9 (8'3) / (1 3'2) 18 (14'1) 9 (1 3'8) P 9 ) P )
2014; 13(4):316-26. 9. van Hoogstraten H et al. J.Hepatol. 1999; 31(2):256-62 Mean total aspartate aminotransferase-U/L (SD) | 45.0 (24.2) 47.2 (32.8) 39.6 (16.1) 41.7 (16.0) RD (95%Cl) RR (95% Crl) RR (95% CI) OR (95%Crl)
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Limitations

« The small number of studies included in the network (n=2) and the heterogeneity in effect modifiers and outcome definitions (ULN cut-off values),
Composite biochemical response « ALP<1.67xULN, 215% ALP decrease from baseline, and total bilirubin <1.0xULN limited the use of conventional ITC approaches

for lect , tati , k b , ipt writing, d ti | ts fi Gl SmithKline, Int t . . . . . . .
Bhama. ond loeor He oonsclts for CumaBey Thoraooutics. Esciont. Gilaad. M. and Phant oo e HEreep «  MAIC cannot account for unmeasured or unobservable differences between trials, which may still bias results despite matching. Moreover, extreme
S YT AR, BhRe, T, T . Safet d based on the incid f I treatment t ad ts (TEAE it TEAE, and all - - - - - e L - -
Correspondence: David Jones; david jones@newcastle.ac.uk afety was compared based on the incidence of overall treatment emergent adverse events ( S), pruritus as a , ana all-cause weights assigned during matching can reduce the effective sample size and limit statistical power, making it more difficult to detect meaningful

discontinuations differences between treatment
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