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Introduction Results (cont’d)

* Progressive familial intrahepatic cholestasis (PFIC) is a group of » In MARCH, individuals with SBD were randomised to receive maralixibat (n=5) or placebo (n=3).
genetic disorders that result in disrupted bile composition and — One participant receiving maralixibat underwent early transplant, and 1 participant receiving placebo withdrew consent.

chronic cholestasis.’ - _ . L . . o
_ Key dlinical manifestations include debilitating pruritus,  Four participants with SBD who received maralixibat in MARCH continued to receive maralixibat in MARCH-ON (MRX-MRX).

impaired growth, reduced quality of life, and progressive liver « Two participants with SBD who received placebo in MARCH initiated maralixibat in MARCH-ON (PBO-MRX).
disease with an eventual need for liver transplantation.’

o | . Most Participants Who Received Maralixibat Showed Improvements in Pruritus
 Surgical biliary diversion (SBD) interrupts enterohepatic

circulation and can improve pruritus and native liver survival in Figure 3. Average Pruritus (ItchRO[Obs]) Scores Over Time
patients with PFIC."~ MARCH MARCH-ON Participant  « Of 4 participants who received
— For some patients who undergo SBD, pruritis is not improved 4 - MRX maralixibat in MARCH and went onto
or improvements are transient.? - MARCH-ON, 3 demonstrated
» Maralixibat (MRX) is a minimally absorbed ileal bile acid % \ improvements in pruritus (CFB in
transporter (IBAT) inhibitor that prevents enterohepatic bile acid : oo ltchRO[Obs] -1.9, -1.5, -0.7) in MARCH
recirculation and is approved for the treatment of cholestatic @ ; that were sustained into MARCH-ON.
pruritus in patients with Alagille syndrome 22 months of age in the % .  Participants who received placebo in
EU and =3 months of age in the US.34 2 ) ) ; MARCH showed no improvements in
« MARCH was a phase 3, randomised, double-blind, placebo- 5 pruritus, but upon switching to
controlled, 26-week trial investigating the efficacy and safety of % oN\___X =l maralixibat in MARCH-ON, 1 of 2
maralixibat in participants with PFIC across the broadest range of S N S 6 participants demonstrated clinically
PFIC types studied to date.>® 9’ 11 S 3) meaningful improvements in pruritus
— In MARCH, participants who received maralixibat achieved 5 -7 (CFB -1.8) by Week 52.
statistically significant improvements in pruritus, levels of sBAs, B 8
bilirubin, and growth.® 0 -
« MARCH-ON is an open-label, long-term extension study for 0 25 50 75 100 125 150
participants who completed the MARCH study.’ Study Week

Some Participants Who Received Maralixibat Showed Improvements in sBA

ObjeCtIVG Figure 4. sBA Over Time

* To report on the use of maralixivat i participants wih PFIC wih MARCH- MARCH-ON paicipart + One partiipant who received
P | 800 1 MRX maralixibat in MARCH demonstrated
200 i improvement in sBA (CFB -215 umol/L),
Methods but improvements were transient and
- not observed in MARCH-ON.
Figure 1. MARCH Phase 3 Study Design P00 -2 . .
BL (MRX-MRX) . _ . | 3 « Of 2 participants who received placebo
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. Ni . assessments 1 I
e Rl ; improvement n SBA (CFB 30 ymol. )
<18 years at Baseline 3 Open-label |ERET) < and upon initiating maralixibat in
® PBO MARCH-ON, both participants showed

modest improvements in sBA
(CFB -38, -26 umol/L by Week 52).
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to severe pruritus? Placebo Study - Growth Z-scores
- sBA 23 x ULNP A *Incidence of TEAEs 200 4
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Figure 2. MARCH Study Populations . 8
BSEP cohort: nt-BSEP (n=31 | r . . . . | | |
All-PFIC cohort — (=31 0 25 50 75 100 125 150 175 200
Full-study (n=64) FIC1 (n=13), MDR3 (n=9), TJP2 (n=7), and Study Week
population MYOS5B (n=4); (n=33)
(N=93) T Table 2. CFB in Pruritus and sBA
(n=29) - CFB in Pruritus ItchRO(Obs) Score? CFB in sBA, pmol/L®
surgery (n=38) .
a0ne participant had a heterozygous ABCB11 variant, and another had a heterozygous ATP8B1 variant. Part|C|pant Treatment gl'OUp GenOtype MARCH MARCH'ON MARCH MARCH'ON
_ 1 MRX BSEP -0.2¢ — 18¢ —

« Data comparing change from Baseline (CFB) for key efficacy 2 MRX-MRX BSEP 07 30 215 249
endpoints (pruritus, sBA, and bilirubin) were analysed for 3 MRX-MRX BSEP -1.9 2.6 59 81
participants with prior SBD and 26 weeks of maralixibat treatment. 4 MRX-MRX FIC1 -1.5 -1.0 2 27

 Pruritus was measured using the 0-4 Itch-Reported Outcome g ';ABRg('MRX |1:'LCI:312 0644d B 2504d -34
(Observer) (ItchRO[Obs]) scale (0=no itch, 1=mild, 2=moderate, - - ) -
3=severe and 4=very severe)? in which a 21-point reduction is ! PBO-MRX KT 0.2 23 o -0

| FmVeTy Seve =1-P 8 PBO-MRX FIC 0.0 0.6 .30 .38
ConSIdered Cllnlca”y meanlnngI aCFB is the average of Weeks 15-26 for MARCH and last assessment in MARCH-ON by participant. °CFB is the average of Weeks 18-26 for MARCH and last assessment in MARCH-ON by participant. °Values for participant 1 for MARCH are from Week 2. 9Values for
participant 6 for MARCH are from Week 6.
Results Additional Laboratory Parameters

Table 1. Key Demographics and Baseline Characteristics * One participant who received maralixibat in MARCH demonstrated reduction in total bilirubin (CFB -55.3 umol/L).

MRX-MRX (n=5) PBO-MRX (n=2)  Participants who received placebo in MARCH showed no improvements in total bilirubin, but upon switching to maralixibat in

Age, y 3(1,6) 7 (4,10) MARCH-ON, both participants showed modest improvements in total bilirubin (CFB -53.0, -27.6 umol/L).
) . : - :
Sex, male, % 20 50  Similar results were observed for direct bilirubin.
Genotype, n (%)
BSEP 3 (60) 0 (0) No New Safety Signals Were Observed :
FIC1 2 (40 2 (100 ONCIUSIOnS
(40) (100) Table 3. Summary of TEAESs
Pruritus, ItchRO(Obs 3.0 (2.6, 3.6 4.0(4.0,4.0 1 - : :
’ ( ) ( ) ( ) TEAE 0/)a MRX-MRX (n=5 PBO-MRX (n=2 In MARCH, some participants with prior
, N (%) (n=5) (n=2)
Total sBA, pmol/L 261 (69, 536) 168 (114, 221) SBD d . .
emonstrated improvements in
! ) pruritus following treatment with maralixibat
Rifampicin usage, % 60 0 Severe TEAE 2 (40.0) 1(50.0) -
? _ that were durable with long-term treatment
ALT, U/L 132 (57, 374) 51 (46, 56) Serious TEAE® 2 (40.0) 1(50.0) in MARCH-ON
AST, U/L 135 (65, 216) 82 (69, 96) TEAE leading to discontinuation 0 0
7aC4, ng/mL 2.5(1.3,11.3) 5.2(1.3,9.1) TRAE leading to death 0 0 * Reductions in sBA and bilirubin were
3 . .
Platelets, 103/pL 218 (152, 461) 381 (241, 520) Clinically relevant TEAEs observed but were less frequent.
Total bilirubin, pmol/L 88.1 (22.7, 212.0) 230.0 (56.4, 403.6) S 3 (60.0) 2 (100.0) These data support 5 potential ole of
Direct bilirubin, ymol/lL  66.7 (15.9, 159.0) 179.1 (42.8, 315.5) . . » . .
. Abdominal pain 0 1(50.0) maralixibat as a treatment for patients with
Height Z-score -1.7 (-3.2, 0.2) -2.5 (-3.1, -1.9) : :
all\]lcumber indicates the number of participants experiencing an event. PThe severe TEAEs in the MRX-MRX group were adenovirus infection, coroneg/irus PFIC W|th a h|Story Of SBD
- in ion and rick Ilin1 icipant) and blood bilirubin incr d, pruritus, and haemorrh Ilin1 icipant). Th vere TEAEs in the PBO-MRX
Welght Z-score _09 (_1 -4, 1 1 ) _32 (_3'7v _27) grglj::)c\)/ve?e oec(j:erent: Seripheg?ratlr?dpgtc}r)nz site cr)1cajlemorrhage (le(la?nsi parl)rtici:)asnt? CThgierci)ousa'lg'E,&aEs in tr?:II.\t/I(I:?g(?MtI)?X g?osuep Sv:re choI(SastatsiSG(1 participant)
] . o and adenovirus infection, coronavirus infection, and rickets (all in 1 participant). The serious TEAEs in the PBO-MRX group were oedema peripheral and
aAll data are median (min, max) unless otherwise indicated. stoma site haemorrhage (both in 1 participant).
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