Poster

Bile Acid Subspecies Are Correlated With Pruritus and Bilirubin Improvement in PFIC Patients Treated With Maralixibat:

Data From MARCH and MARCH-ON

Henkjan J. Verkade,! Alexander G. Miethke,? Simon P. Horslen,® Douglas B. Mogul,* Tiago Nunes,* Cory Kostrub,* Josephine Shelton,* Will Garner,* Pamela Vig,* Richard J. Thompson>

1Beatrix Children’s Hospital University Medical Center, Groningen, The Netherlands; 2Cincinnati Children’s Hospital Medical Center, Cincinnati, Ohio; 3UPMC Children’s Hospital of Pittsburgh, Pittsburgh, Pennsylvania; *Mirum Pharmaceuticals, Inc., Foster City, California; >King’s College London, London, United Kingdom

Introduction

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

Results

* Sixty participants were included in the analysis, including the following PFIC types: BSEP (n=28), FIC1 (n=13), MDR3 (n=9), TIP2 (n=7), and MYO5B (n=3).

* Among the included participants, 88% (n=53) were receiving ursodeoxycholic acid (UDCA).
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— ItchRO(Obs) is a 0 to 4 scale, where 0 = no itch, 1 = mild, 2 = moderate,
3 = severe, and 4 = very severe.'> A >1-point reduction in ItchRO(Obs) is
considered clinically meaningful.

aValues shown are median (range). For ItchRO(Obs) response, the following number of participants were included in the analysis: placebo, n=31; NR, n=12; R, n=21. bTotal unconjugated sBAs include CDCA, CA, DCA, and
LCA. <Total secondary sBAs include GDCA, TDCA, GLCA, TLCA, GUDCA, TUDCA, DCA, and LCA. ¢G/T ratio is derived as the sum of GCDCA, GCA, GDCA, GLCA, and GUDCA divided by the sum of TCDCA, TCA, TDCA, TLCA, and
TUDCA. €CA/CDCA ratio is derived as CA divided by CDCA.

* Similar correlations were observed for participants in the BSEP cohort who received maralixibat (scan QR code to see data).
* For participants who received placebo, there were no significant correlations between BA subspecies and ItchRO(Obs) or direct bilirubin.

Participants were stratified into responders (R) and nonresponders (NR) based on
changes in ItchRO(Obs) and sBA after maralixibat treatment.

Conclusions

- ItchRO(Obs) response was defined as a 21-point reduction in ItchRO(Obs) from
Baseline to the average of the final 3 4-week periods in MARCH (Weeks 15-18,
Weeks 19-22, and Weeks 23-26) or an average score of <1.2

- sBA response was defined as an average sBA level of <102 pumol/L (if Baseline
level was 2102 umol/L) or a 275% reduction from Baseline using the average
from Weeks 18, 22, and 26.2

aParticipants were defined as NR if the Baseline value or all 3 post-Baseline values were missing.

* In the All-PFIC and BSEP cohorts, serum composition of BA subspecies was significantly different between ItchRO(Obs) responders and the placebo
group or ItchRO(Obs) nonresponders after treatment with maralixibat.

These results expand on previous research demonstrating a correlation between sBA and pruritus and identify changes in BA subspecies
associated with improvements in pruritus and direct bilirubin, including negative correlations with unconjugated primary BAs and positive

correlations with conjugated primary BAs. - Similarly, sBA responders showed significant differences in BA composition compared with the placebo group or sBA nonresponders in the

All-PFIC and BSEP cohorts (scan QR code to see data).
* These data help elucidate the pathophysiology of how maralixibat may improve both pruritus and underlying liver health in patients with PFIC.

The pattern of correlations indicates new BA synthesis in response to reduced BA levels in the liver, loss of FGF-19 mediated suppression, or
increased bacterial action on BAs in the colon.

Scan QR code for
additional data
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