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Introduction

* Progressive familial intrahepatic cholestasis (PFIC) is a group of genetic disorders that result in disrupted bile
composition and chronic cholestasis.?

— Key clinical manifestations include debilitating pruritus, impaired growth, reduced quality of life and
progressive liver disease with an eventual need for liver transplantation.

* Most patients with PFIC develop end-stage liver disease before adulthood and become candidates for liver
transplantation, highlighting the importance of liver health in this population.?

* Reduction in bilirubin level is a predictor of longer native liver survival in patients with PFIC who have had
surgical biliary diversion to interrupt enterohepatic circulation.?

* Maralixibat (MRX) is a minimally absorbed ileal bile acid transporter inhibitor that prevents enterohepatic bile
acid recirculation and is approved for the treatment of PFIC in patients 23 months of age in the EU and for the
treatment of cholestatic pruritus in patients with PFIC 212 months of age in the US.%>

* MARCH was a phase 3, randomised, double-blind, placebo-controlled, 26-week trial investigating the efficacy
and safety of maralixibat in participants with PFIC across the broadest range of PFIC types studied to date.®’

— In MARCH, participants who received maralixibat achieved statistically significant improvements in
pruritus, levels of sBA and bilirubin and growth.’

— Long-term maintenance of effect was observed for up to 2 years in MARCH-ON, an open-label extension
study for participants who completed the MARCH study.®?

« Among participants who received maralixibat in MARCH, statistically significant decreases were observed in
total and direct bilirubin levels, and almost half of participants with abnormal total bilirubin levels at Baseline
experienced normalisation of total bilirubin levels.t°

Objective

* To present the results of an exploratory analysis that evaluated the relationship between pruritus response
and changes in total bilirubin level in participants who received maralixibat in MARCH/MARCH-ON.

Methods

Figure 1. MARCH Phase 3 Study Design
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* Data were analysed for participants who received maralixibat in MARCH/MARCH-ON in the MRX-MRX and
PBO-MRX treatment groups.

— Baseline for MRX-MRX is from MARCH, and for PBO-MRX, from MARCH-ON.

 Changes in total bilirubin level were evaluated during the first 26 weeks of maralixibat treatment by using the
average of Weeks 18, 22 and 26.

* Pruritus was assessed using average morning ItchRO(Obs) score from three 4-week periods (Weeks 15-18,
19-22 and 23-26).

— Pruritus response was defined as >1-point reduction in [tchRO(Obs) score from Baseline or a score of <1.0.2

 The difference between pruritus responders and nonresponders was analysed using the Wilcoxon signed-rank
test and Fisher exact test.

aA participant is defined as an ItchRO nonresponder if the 4-week average Baseline score is missing or all 3 post-Baseline scores are missing.

Results

Pruritus Responders Had Lower Bilirubin Levels at Baseline
Compared With Nonresponders
Table 1. Baseline Demographics and Characteristics

Parameter? Pruritus responders |Pruritus nonresponders Total
(n=37) (n=22) WEEY)

Age,y 6.0 (3.9) 3.6 (3.6) 0.011 5.1 (4.0)
Sex, male, % 41 55 : 46
Pruritus, ItchRO(Obs) scoreb 2.5 (1.3) 2.5 (0.8) 0.86 2.5(1.1)
ALT, U/L 92 (50) 99 (72) 0.86 94 (58)
AST, U/L 106 (72) 108 (64) 0.94 107 (68)
Total bilirubin, pumol/L 52 (52) 107 (84) 0.006 73 (70)
Direct bilirubin, pmol/L 37 (40) 80 (60) 0.004 53 (52)
Height Z-score -1.8 (1.3) -2.7 (1.2) 0.011 -2.1 (1.3)
Weight Z-score -1.3 (1.0) -1.8 (1.6) 0.26 -1.4 (1.3)

aAll data are mean (SD) except where otherwise indicated. PBaseline ItchRO(Obs) score is the 4-week morning average severity score. ‘Wilcoxon signed-rank test.

e Fifty-nine participants received maralixibat, including participants with PFIC types FIC1 (n=12; 20%),
nt-BSEP (n=28; 47%), MDR3 (n=9; 15%), TIP2 (n=7; 12%), and MYO5B (n=3; 5%).

Results (cont.)

Pruritus Responders Had Significantly Greater Reductions in
Total Bilirubin Levels Than Nonresponders

Figure 2. CFB in Total Bilirubin Level
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aFisher’s exact test.

Figure 3. Maintenance of Total Bilirubin Levels in Participants With Normal Levels
at Baseline
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All pruritus responders with normal total bilirubin levels at Baseline
had normal levels at study end.

Of the 2 nonresponders with normal total bilirubin levels at Baseline,
1 became abnormal.

Figure 4. Normalisation of Total Bilirubin Levels in Participants With Abnormal
Levels at Baseline
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aFisher’s exact test.

* Over half of pruritus responders with abnormal total bilirubin levels
at Baseline had normal levels at study end.

* Nearly all pruritus nonresponders with abnormal total bilirubin levels
at Baseline had abnormal levels at study end.

e Overall, 70% of pruritus responders and 10% of pruritus nonresponders had normal total
bilirubin levels at study end.

Conclusions

* This analysis shows that changes in total bilirubin level and pruritus are linked
in participants who received maralixibat, with greater reductions in bilirubin

level, an important marker of liver health, observed in pruritus responders than
in pruritus nonresponders.

* Individuals who have lower bilirubin levels at Baseline may have greater
likelihood of improvement in pruritus following treatment with maralixibat.
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