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Improved survival of patients with Alagille
Syndrome and native liver into adolescence
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® The Global ALagille Alliance Study
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Conclusions

Background In total, 58% (N=248; 95% Cl: 54—61%) of

Alagille Syndrome (ALGS) is a rare, multisystem, genetic disorder primarily affecting 1.0 85% (79-91) children reached 12 years of age with their

the liver. ALGS typically presents in infancy but can have incomplete penetrance or 0.8 native liver.
milder phenotype leading to a later diagnosis. The natural history of ALGS is o 0.6 72% (62-85) | wp 28% of patients who survived
—

evolving with the availability of newer therapies, yet little is known about ALGS in Z04 until 12 years old had an event NLS at 12 years old

adolescent patients. before reaching 21 years of age.
0.2

Aims 0.0
To describe the ALGS in adolescents (patients aged > 12 years old).

Adolescent NLS

12 13 14 15 16 17 18 19 20 21

Age (years) 58% (54—-61)

- I ol ol (NLS) b 119 " ) Lower total bilirubin is associated with better NLS and lower hazard of
0 evaluate native liver survival (NLS) beyon years ot age. the event (HR=1.61 per 1 mg/dL of bilirubin increase, 95%Cl 1.33-1.95).

To compare platelet count, serum bile acids (sBA), and total bilirubin =) Higher platelet count is associated with better NLS and lower hazard of

between 12-year native liver survivors vs patients with event before 12 years old. the event (HR=0.93 per 10x10%L platelets increase, 95%Cl 0.87-0.99). = At risk:

M EthOdS Survival by Surgical Intervention prior to 12 years old

1.0 87%

0.8
* Event > liver transplantation or death. 5 0.6

2 3 4 5 6 7 8 9 10 11
Age (years)

= Patients with a surgical Reaching adulthood with a native liver is
intervention performed in : :
less common in patients who underwent

childhood have lower NLS. ! . e :
surgical intervention in childhood.

* Data > Global ALagille Alliance study (GALA; 79 centers in 34 countries).

* Surgical intervention > biliary diversion, Kasai procedure, or esophageal gastric 0.4/Intervention

. " : g - No Intervention N=21
varices therapeutic endoscopy. 0.2|- Surgical Intervention N=227

| p < 0.0001
* Biomarkers > total bilirubin, platelet count and sBA. 0.0
‘ 12 13 14 15 16 17 18 19 20 21 0 .
Age (years) Total bilirubin levels and platelet count at

» Time-to-event analysis » Kaplan—Meier curves, log-rank tests, and Cox models. 12 years of age are associated with NLS in
Comparison of biomarkers at early presentation adulthood

between patients with and without NLS at 12 years old

Biomarker comparison » Mann—Whitney U test.
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Results 500

- pe000t Total bilirubin, sBA levels, and platelet

count measured prior to 12 years of age
T are predictors of NLS at 12 years of age
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248 patients were included in the analysis.

N
o
Q
-
Q

sBA (umol/L)

Platelets (10°/L)
aN
Bilirubin (mg/dL)

Patient characteristics Biomarker values at 12 years old

(+j'" 55% males * p-values from Mann Whitney U test (adjusted with Benjamini and Hochberg correction) contaCt information
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Total bilirubin (mg/dL) 1.2(0.5-3.1) Children with higher platelet count, lower sBA, and Patients

Z 95% JAG1, 5% NOTCHZ2 mutation s -
Native Liver at 12 years old Binita M. Kamath19.24

A. 8% surgical intervention before 12 years old sBA (umol/L) 248 (181-417)
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