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Prognosis of early alcohol-related liver disease
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Rasmussen, et al. J Hepatol 2021
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Prognosis of early alcohol-related liver disease
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Rasmussen, et al. J Hepatol 2021



Prognosis of early alcohol-related liver disease
[ Clinical cohorts J
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Niu, et al. Nat Med 2022
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Prognosis of compensated alcohol-related liver cirrhosis

Fibrotest MELD
Liver fibrosis Liver function
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Elkrief, et al. J Hepatol 2023
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Prognosis of compensated alcohol-related liver cirrhosis
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Prognosis of compensated alcohol-related liver cirrhosis
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Diagnosis of alcohol associated hepatitis:

the NIAAA criteria

Onset of jaundice < 8 weeks

Ongoing alcohol consumption, for > 6 months :
v' > 3 drinks/d for women
v’ > 4 drinks/d for men

< 60 days of abstinence before jaundice

Serum bilirubin > 3 mg/dL

AST > 50 IU/L and AST / ALT > 1.5 & AST and ALT < 400 IU/L
No other liver diseases

Bataller et al., NEJM 2022



Diagnosis of alcohol associated hepatitis:

the NIAAA criteria limitations

Avitabile et al. CGH 2023

Stauber et al. J HEP REP 2024

All patients MELD > 20 All patients MELD > 20
N=210 N=105 N=346 N=123
Specificity 78% 55% 81% 27%
Positive predictive 64% 67% 77% 76%

value

=> NIAAA criteria suboptimal

Avitabile et al. CGH 2023, Stauber et al. J HEP REP 2024



Diagnosis of alcohol associated hepatitis: biomarkers

Classification Biomarkers References
Genetics PNPLA3 Atkinson et al.
HSD17B13 Atkinson et al.
ytokeratin-18 Keratin-18 M65 Bissonnette et al.
ragments Keratin-18 M65 with glycomic Verhelst et al.
Keratin-18 M30/M65 ratio Woolbright et al.
Keratin-18 M65 and M30 Vatsalya et al.
Keratin-18 M30 Atkinson SR et al.
MicroRNAs MIRNA-192 Momen-Heravi et al.
mMiRNA-30a Momen-Heravi et al.
MIRNA-182 Blaya et al.
Cytokine/ IL-6 Rachakonda et al.
Chemokines CCL20 Affo et al.
The microbiome Cytolysin-positive E. faecalis Duan et al.
Anti-Saccharomyces cerevisiae Ab Lang et al.

Yamazaki & Schnabl, Liver International 2023



Diagnosis of alcohol associated hepatitis: keratin-18

Test cohort Validation cohort
Clinical suspicion of AH Clinical suspicion of AH
n =83 n =68
, , » Even better results in

l‘ M65 = ?14;23000 UL l‘ M65 = ?]4;25000 UL patients with severe AH
M65 < 641U/L M65 > 2000 U/L M65 < 641U/L M65 > 2000 U/L ° 2/3 Of Ilver bIOpSIeS can be
23/26 (88%) 31/34 (91%) 7/11 (64%) 28/32 (88%) )

l l avoided

NoAH TJLB AH NoAH TJLB AH

Diagnostic accuracy: 54/60 = 90% Diagnostic accuracy: 35/43 = 81%

Bissonnette, et al. Hepatology 2017



Diagnosis of alcohol associated hepatitis: keratin-18
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Atkinson, et al. Am J Gastro 2020



Keratin-18: Prediction of response to steroids
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Atkinson, et al. Am J Gastro 2020



Keratin-18: Prediction of response to steroids

K18-M30 >5 kIU/L
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Atkinson, et al. Am J Gastro 2020



Biomarkers in Alcohol-Related Liver Diseases: Conclusion

dIn early alcohol-related liver disease:

v' Liver stiffness measurement } > liver biopsy to
v ELF predict outcome

dIn compensated alcohol-related cirrhosis:

v’ Keratin 18 or Hepatocyte EV } oredict

v+ FibroTest or MELD decompensation

dIn alcohol associated hepatitis:
v" NIAAA not accurate enough
v Keratin 18 fragments have a good diagnostic value
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