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Introduction Results (cont’d)
* Progressive familial intrahepatic cholestasis (PFIC) is a group of * Four participants with MDR3 deficiency who received maralixibat in MARCH continued to receive maralixibat in MARCH-ON
genetic disorders that result in disrupted bile composition and (MRX-MRX).
chronic cholestasis.’ . Five participants with MDR3 deficiency who received placebo in MARCH initiated maralixibat in MARCH-ON (PBO-MRX).
- Key clinical manifestations include debilitating pruritus,
impaired growth, reduced quality of life, and progressive liver All Participants Who Received Maralixibat Showed Improvements in Pruritus

disease with an eventual need for liver transplantation.’

 The most common causes of PFIC are deficiencies in BSEP, |
FIC1, MDR3, TJP2, and MYO5B.2 44 MARCH MARCH-ON Participant

Figure 3. Average Pruritus (ItchRO[Obs]) Scores Over Time

 All participants who received

» Unlike other PFIC types, MDR3 deficiency is characterised as a maralixibat in MARCH had clinically
cholangiopathy in which affected patients have elevated GGT in —o— 1 meaningful reductions in pruritus
addition to pruritus and elevated sBA.3 2 (CFB median [min, max], -1.7 [-2.8

* Maralixibat (MRX) is a minimally absorbed ileal bile acid
transporter inhibitor that prevents enterohepatic bile acid
recirculation and is approved for the treatment of cholestatic
pruritus in patients with Alagille syndrome 22 months of age in the

-1.0]) that were sustained to 102
weeks in MARCH-ON.

* Among participants who received

ltchRO(Obs) morning average score

EU and 23 months of age in the US.45 ° placebo in MARCH, 3 had large
« MARCH was a phase 3, randomised, double-blind, placebo- | NN o o o reductions In prurltgs, anq 2 h?ﬂ
controlled, 26-week trial investigating the efficacy and safety of " ’ 3 mod.egt reductlc.)n.s N .prurltus. ter
maralixibat in participants with PFIC across the broadest range of ‘ \ - receiving maralixibat in MARCH-ON,
PFIC types studied to date.67 £ 2 V L reduc.tions in.pruritus were either
- In MARCH, participants who received maralixibat achieved 01 9 TATAT A A A WA v e , sustained or improved further.
statistically significant improvements in pruritus, sBA levels, 0 25 o0 Studv Week 75 100 125
bilirubin, and growth.” d
» MARCH-ON is an open-label, long-term extension study for Most Participants Who Received Maralixibat Showed Improvements in sBA
participants who completed the MARCH study.® Figure 4. sBA Over Time
- : 700 { MARCH MARCH-ON . - . y
Objectlve c i Participant » Participants who received maralixibat
MRX-MRX - i -
- To report on the response to maralixibat in participants with PFIC 600 1 ’ in MARCH had clinically meaningiul
with MDR3 deficiency in MARCH and MARCH-ON. reductions in sBA (CFB median [min,
500 - 2 max], -118 [-285, -14] umol/L) that
Methods - +2 were sustained to 102 weeks in
2 400 - MARCH-ON.
Figure 1. MARCH Phase 3 Study Design < 500 - » Participants who received placebo in
Key Entry Criteria |8 (MRvX'MRX) Key endpointsand | ® T MARCH had variable sBA response,
- Diagnosis of PFIC 570 pglkg MARCH-ON 18 aesessments 200 - A _°_$ but upon receiving maralixibat in
e A >12 h d c ase *Fruritus —— o
e 3 =D Opendabel | ) . MARCH-ON demonstrated clinically
- Persistent, moderate Extension [R:HTTNE 100 - A g meaningful reductions in sBA (CFB
to severe PTU':tUSa sz A Study *Growth Z-scores median [min, max], -147 [-244, -34]
- sBA 23 x ULN e , : ,
) BL (PBO-MRX) (Incidence of TEAEs ) 0 1 | | | | | umol/L) out to 52 weeks.
Zlé%h-R?kporrazia(ﬁ;i’gzgtrgﬁIgcr)igzerver) (ItchRO[Obs]) score 21.5. bCriteria for primary BSEP cohort only. °Maralixibat 570 ug/kg is equivalent to O 25 50 75 1 00 1 25
o | Study Week
Figure 2. MARCH Study Populations Table 2. CFB in Pruritus and sBA
BSEP cohort: nt-BSEP (n=31) CFB in pruritus ItchRO(Obs) score? CFB in sBA, pmol/LP
All-PFIC cohort Participant Treatment group MARCH MARCH-ON MARCH MARCH-ON
Full-study fi=ed MDR3 (n=9) : MRX-MRX 1.9 2.3 285 286
population
(N=93) 2 MRX-MRX -1.0 -1.0 -31 333
Heterozygosis? (n=2), t-BSEP (n=9), _ _ _ _ _
Exploratgzrg Seliei variants nzgt fOL:rId (n=8), fluctuating sBA : LRY- IS 2 S <2 o
(n=29) (n=2), and surgery (n=8) 4 MRX-MRX 1.2 1.6 -14 -44
a0One participant had a heterozygous ABCB11 variant, and another had a heterozygous ATP8B1 variant. 5 PBO_M RX _O . 6 _O . 5 97 _275
« Data comparing change from Baseline (CFB) with up to 2 years of 6 PBO-MRX -1.5 -2.8 -5 -126
maralixibat treatment for key efficacy endpoints (pruritus, sBA, 7 PBO-MRX -1.9 0.0 -141 -32
bilirubin, and GGT) were analysed for participants with MDR3 8 PBO-MRX -1.8 0.0 22 -198
deficiency. 9 PBO-MRX -0.5 -1.9 -187 -153
° PrurItUS WaS measured USIﬂg the 0_4 |tCh-RepOrted Outcome 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.
(Observer) (ItchRO[Obs]) scale (0=no itch, 1=mild, 2=moderate, .l
3=severe and 4=very severe)? in which a 21-point reduction is AddItIOnal Laboratory Parameters

considered clinically meaningful. . _ L _ . e . .
 Participants who received maralixibat in MARCH had reductions in total bilirubin (CFB median [min, max], -12.0 [-17.1, -4.3]) that

Results were sustained out to 102 weeks in MARCH-ON.

Table 1. Key Demographics and Baseline Characteristics . .Nc.).cc?nsstent rec?u.ctlor?s In total and direct bilirubin were observed in participants who received placebo in MARCH or upon
initiation of maralixibat in MARCH-ON.

: a _ — - =RB\b
* No consistent reductions in GGT were observed in either the MRX-MRX group or the PBO-MRX group.

Age, v 6.0 (2, 10) 7.0 (4, 10)
Sex, male, % 50 40 . g .
ruitus, 1GhRO(Obs) 110,38 20(0.0.3.8) Safety Signals Were Consistent With Other c e
PFIC Types onclusions

Total sBA, umol/L 231 (74, 340) 260 (127, 354)
UDCA usage, % 75 100 Table 3. Summary of TEAEs

' iCi 0 TEAE, n (%)? MRX-MRX (n=4 PBO-MRX (n= :
Riampion wsage, % 75 10 n=5 Peomrxn=5) Ml . |\ MARCH/MARCH-ON, treatment with
ALT, U/L 107 (83, 129) 99 (92, 147) Any TEAE 4 (100.0) 5 (100.0) maralixibat in participants with MDR3

b o . . .
7aC4, ng/mL 5.0 (1.3, 8.3 BLQ <2.5 i c - -
g Lo B2 Q Serious TEAE 0 1(20.0) pruritus and sBA that were sustained for
3 . . . .
Platelets, 10°/uL 264 (128, 268) 90 (65, 105) TEAE leading to discontinuationd 1 (25.0) 0 up to 2 years.
GGT, U/L 341 (112, 708) 307 (274, 434) TRAE leading to death 0 0
Total bilirubin, umol/L 50.9 (25.7, 157.3) 53.9 (37.6, 202.6) Clinically relevant TEAEs These data support the efficacy and
Direct bilirubin, pmol/L 39.3 (17.1, 127.4) 35.9 (27.4, 153.0) Diarrhoea 2 (50.0) 0 tolerability of maralixibat across a broad
Height Z-score -1.9 (-4.0, -1.7 -1.5 (-2.8, 0.2 : :
J (-4.0, ) (-2.8,0.2) Abdominal pain 3 (75.0) 1(20.0) fange of PFIC types.
Welg ht Z-SCO re -2 5 (-3 i 1 ’ -2 i 1 ) -1 i 1 (-2 '7’ O i 1 ) aNumber indicates the number of participants experiencing an event. °The severe TEAE was blood bilirubin increased (1 participant). °The serious TEAE was
esophageal varices haemorrhage and haematoma (both in 1 participant). 9The TEAE leading to discontinuation was alanine aminotransferase increased and

aAll data are median (min, max) unless otherwise indicated. "PPBO-MRX participants were rebaselined prior to starting MARCH-ON. blood bilirubin increased (both in 1 participant)
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