Long-Term Maintenance of Response and Improved Liver Health With Maralixibat in Patients With
Progressive Familial Intrahepatic Cholestasis (PFIC): 2-Year Data From the MARCH-ON Study
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Introduction Results

« Progressive familial intrahepatic cholestasis (PFIC) is a collection of Significant Improvements in Pruritus Severity Were Sustained in the MRX-MRX Group
qlisord_ers In bile formation thaF can1 lead to intrahepatic cholestasis, chronic Figure 2. Mean Morning ItchRO(Obs) Over Time in the MRX-MRX Group
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« Maralixibat (MRX) is a minimally absorbed ileal bile acid transporter (IBAT) ? 254
Inhibitor that prevents enterohepatic bile acid recirculation and is approved S 207
for the treatment of cholestatic pruritus in patients with Alagille syndrome O 151
22 months of age in the EU and 23 months of age in the US.%3 S ;g — S i . B
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aError bars show standard error of the mean. *P<0.05; *P<0.01; ***P<0.001.

— Maralixibat achieved significant improvements in pruritus, levels of sBAs,
bilirubin, and growth in participants across the broadest range of PFIC types

studied fo date.5 Newly Gained Statistically Significant Reductions in Pruritus Severity Were Observed

In the PBO-MRX Group

« MARCH-ON is an open-label, long-term extension study for participants Figure 3. Mean Morning ItchRO(Obs) Over Time in the PBO-MRX Group

who completed the MARCH study.®
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« To assess the long-term maintenance of response of up to 2 years of % g'g_ I r
treatment in participants who were randomized to receive maralixibat SEB 'O
(MRX-MRX) or placebo (PBO-MRX) in MARCH and continued treatment 0 25 50 Week 75 100 125
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agrror bars show standard error of the mean. Baseline is reassessed when treatment changes. *P<0.05; **P<0.01; ***P<0.001.

Significant Improvements in SBA Levels Were Sustained in the MRX-MRX Group
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agrror bars show standard error of the mean. Baseline is reassessed when treatment changes. *P<0.05; **P<0.01; ***P<0.001. Data after Week 108 are not shown due to small sample sizes (n<5).

Baseline Characteristics Were Well Balanced
Between Treatment Arms

Significant Improvements in Key Endpoints
Were Observed From Baseline to Week 104 in the

Table 1. Key Demographics and Baseline Characteristics MRX-MRX Group and Baseline to Week 52 in the No New Safety Signals Were Identified
MRX-MRX PBO-MRX PBO-MRX Group During Treatment With Maralixibat
(n=47) (n=41) Table 2. Change From Baseline in Laboratory Parameters Table 3. Summary of TEAEsS in the Full Study
Age, y 4.8 5.2 of Clinical Interest Cohort
Sex, male, % 43 44 . | MRX-MRX PBO-MRX MRX-MRX | PBO-MRX
Mean change from Baseline | | =13, (N=18)° TEAEs, n (%) (n=47) (n=41)
Pruritus, ltchRO(Obs) score 245 Ze2 Pruritus, ItchRO(Obs) score  -2.0 (P<0.0001) -1.1 (P=0.0001) Any TEAE 47 (100) 40 (97.6)
Total SBA, pmol/L 263 246 SBA, umol/L -166 (P=0.0031)¢ -71 (P=0.0333) Severe TEAE 9(19.1) 7(17.2)
UDCA usage, % 83 83 Total bilirubin, mg/dL -1.6 (P=0.0153) -0.4 (P=0.6651) Serious TEAE 13 (27.7)  9(22.0)
Rifampicin usage, % 55 54 : i _ _ TEAE leading to
Height Z-score +0.40 (P=0.0458) +0.37 (P=0.0115) discontinuation 3(6.4) 1(2.4)
ALT, UL 108 102 Weight Z-score +0.52 (P=0.0108) +0.32 (P=0.0278) TEAE leading to death 0 0
otal biliibin, mfdt - - s ude 143 gricpnt 1 RS g it ol p o ek 104 Most common TEAE: diarrhea 30 (63.8) 19 (46.3
Direct b|||rub|n, mg/dL 3.0 3.2 °Data from Week 94 are presented.
Height Z-score 20 19 o _In the MRX-MRX group, significant improvements ob_served - The most frequent TEAEs were gastrointestinal
Weight Z-score o L In the_flrst 26 weeks of_the MARCH study were sustalne_d from related, with diarrhea (56%) being mostly mild
Baseline to Week 104 in MARCH-ON for pruritus severity, and transient
All data are mean unless otherwise indicated. SBA levels, total bilirubin, height Z-score, and weight Z-score. '

— Participants who previously received maralixibat
* In the PBO-MRX group, newly gained statistically significant in MARCH were less likely to have events in

« Of the 88 participants who received maralixibat in either MARCH or :
MARCH-ON compared with MARCH.

MARCH-ON as of June 10, 2023, 47 received maralixibat in MARCH and red_uctions In pruritus severity, SBA Ievels,_height Z-score, gnd
could continue to receive maralixibat in MARCH-ON (MRX-MRX).2 weight Z-score were observed from Baseline to Week 52, in

o _ _ o line with observations from the initial MARCH MRX group.
 Forty-one participants who received placebo in MARCH initiated
maralixibat in MARCH-ON (PBO-MRX).2

* PFIC subtypes of participants included in the study were: nt-BSEP (n=28),
FIC1 (n=13), MDR3 (n=9), TIP2 (n=7), MYO5B (n=3), heterozygosis (n=2),
t-BSEP (n=9), variant not found (n=8), fluctuating sBA (n=2), and
surgery (n=7).p

Conclusions

« Significant and sustained responses in pruritus severity, SBA levels, total bilirubin, and growth were observed with
up to 2 years of maralixibat treatment across the broadest range of genetic PFIC types studied to date.

 The PBO-MRX group demonstrated significant improvements in pruritus severity and sBA levels similar to those
« The median (min, max) exposure to maralixibat was 638 (10, 1135) days observed in the original MARCH maralixibat group.

for the MRX-MRX group and 456 (22, 720) days for the PBO-MRX group.

* No new safety signals were observed following 2 years of treatment with maralixibat.

agfficacy analyses included n=33 participants in the MRX-MRX group and n=27 participants in the PBO-MRX group. ° I I I Vi i I i
RS picieion e el A A e Ao ekl ool : The_se _data suggest overall improved liver health with maralixibat treatment in patients with PFIC that can be
maintained long-term.
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