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Results

Introduction

* Progressive familial intrahepatic cholestasis (PFIC) is a collection of disorders
In bile formation that can lead to intrahepatic cholestasis, chronic liver disease and severe
pruritus, with markedly reduced quality of life in several domains, including sleep.’

Patients on maralixibat had significantly more days with minimal to no itch than Significant improvement in change from Baseline sleep with maralixibat vs
patients on placebo placebo, measured via the EDQ(Obs)
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Key entry criteria 570 pg/kg (n = 33) (n = 31)
* Diagnosis of PFIC MARCH-ON | |
. Age 2 12 months and BIDt - Error bars represent SE. Percentage values represent the proportion of assessments from Baseline to Week 26. *Delta with 95% CI.
< 18 years at BL Phase 3 open-label *Delta with 95% CI. ClI, confidence interval; SE, standard error. _ _ _ _
. Persistent, moderate-to- extension study Change in pruritus was strongly correlated with change in sleep
SR [T Placebo  From Weeks 15 to 26, the median proportion of reported days with an ItchRO(Obs) score of 0-1 | | |
« sBA 23 x ULN A A was 95% for maralixibat and 9% for placebo (p = 0.0005). » There was a strong correlation between absolute values in pruritus and sleep scores
i (Spearman’s r = 0.93; p < 0.0001).
BL 6 months

* There was also a strong correlation between change from Baseline for pruritus and sleep
(Spearman’s r=0.93; p < 0.0001).

~ Patients on maralixibat had significant reductions in pruritus compared with

P
Outcomes placebo irrespective of when or how it was measured

* Pruritus: ItchRO(Obs) 0-4 scale and CSS 0-4 scale

% Sleep: EDQ(ODbs) 1-5 scale
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*ItchRO(Obs) score = 1.5; TMaralixibat 570 ug/kg is equivalent to 600 ug/kg maralixibat chloride. . 1- e Maralixibat [
BL, Baseline; CSS, Clinician Scratch Scale; EDQ(ODbs), Exploratory Diary Questionnaire (Observer); : . ° °
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- Sixty-four patients: non-truncated BSEP (n = 31), FIC1 (n = 13), MDR3 (n =9), TJP2 (n =7) | o 0- ) Y o« oo

and MYOSB (n = 4) were randomised to maralixibat (n = 33) or placebo (n = 31). Morning | g i -1.17 (-1.71,-0.64) < 0.0001 % 8 °. . "‘” o .
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mutilations, haemorrhage and scarring (worst scratching).’ _ _ | : © X o AR
 Exploratory Diary Questionnaire (Observer) (EDQ[Obs]) is a 1-5 scale (1 = never/no itch to Highest daily | : i -1.17 (-1.71,-0.63) <0.0001 2 ::9 - . o® ' . .

5 = almost always/very severe) that includes questions focused on sleep disturbances related | o _cn : . 0 o g o 0 T
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Variable (n = 33) Score — ; -1.13 (-1.65,-0.60) <0.0001 S s
Age, years 4.9 4.4 |
Male, % 52 42 - : 4 - o °
Pruritus, ItchRO(Obs) score 2.85 2.73 | IMara“XIbalt better E Placeb? better | | | | |
Baseline CSS score 2.8 2.6 3.0 20 10 0.0 10 -3 -2 -1 0 1
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UDCA. usa,g“e, o, 32 97 Data are averaged treatment effect over the last 12 weeks of the study. LSM, least squares mean. EDQ(Obs) sleep disturbance scores
Rifampicin usage, % 95 48 .
Alanine aminotransferase, U/L 88 127 COﬂClUSIOnS
Total bilirubin, /dL 4.12 4.04 . - - - - . . . - -
Direct bilirubin, ma/dL - on > o - Maralixibat was associated with complete or near-complete resolution of pruritus in the majority of patients with PFIC.
Height Z-score -2.08 -2.06 * The effect of maralixibat on pruritus was independent of when or how it was measured, or who made the assessments.
(el Sca Xl il 0 w220 - Changes in pruritus were strongly correlated with improvements in sleep, suggesting that the use of maralixibat may yield meaningful
Gllljccj:e'\at\a are mean unle_ss o’Fherwise indicated. Percentages are 100 x n/N. improvements in this domain of quality of life.
, ursodeoxycholic acid.

Contact information
Richard J. Thompson, richard.j.thompson@kcl.ac.uk

Presented at the European Association for the Study of the Liver (EASL) Congress 2023;
Vienna, Austria; 21-24 June 2023.

© 2023 — Mirum Pharmaceuticals, Inc.

References

1. Loomes KM, et al. Hepatol Commun. 2022;6:2379-2390.
2. LIVMARLI® (maralixibat) [prescribing information]. Foster City, CA; Mirum Pharmaceuticals, Inc. Mar 2023.
3. LIVMARLI® (maralixibat) [summary of product characteristics]. Amsterdam, Netherlands;

Mirum Pharmaceuticals, Inc. Dec 2022.

No o

ClinicalTrials.gov ID: NCT03905330. Retrieved from website
https://www.clinicaltrials.gov/ct2/show/NCT03905330 Accessed 23 May 2023.
Kamath BM, et al. Hepatol Commun. 2020;4:1012-1018.

Kamath BM, et al. Patient. 2018;11:69-82.

Whitington PF, Whitington GL. Gastroenterology. 1988;95:130-136.

Acknowledgements

The authors would like to thank the clinical trial participants and their families, and investigators for their
participation in this study.

Maralixibat is owned by Mirum Pharmaceuticals, Inc. This analysis was funded by Mirum Pharmaceuticals, Inc.
Medical writing support for the development of this poster was provided by Amy Brown, MSc, of Health Interactions,
and funded by Mirum Pharmaceuticals, Inc.

Disclosures

R. J. Thompson serves as a consultant for Mirum Pharmaceuticals, Inc., Albireo, Generation
Bio and Rectify Therapeutics, and is a shareholder in Generation Bio and Rectify Therapeutics.
D. B. Mogul, T. Nunes, W. Garner and P. Vig are employees of and shareholders in Mirum
Pharmaceuticals, Inc. A. Miethke is a consultant and has a sponsored research agreement with
Mirum Pharmaceuticals, Inc.



	Maralixibat Leads to Significant Reductions in Pruritus and Improvements in Sleep for Children With Progressive Familial Intrahepatic Cholestasis: Data From MARCH-PFIC

