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Can quantitative fibrosis assessment be used to enhance prediction of outcomes in patients
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Alcohol is a leading cause of morbidity and mortality globally.! In the UK, alcohol consumption
remains high with a growing burden of alcohol-related liver disease (ALD) and poor outcomes in
patients presenting to secondary care.? Strategies for early detection of advanced fibrosis in high-risk
populations are recommended. However, once fibrosis has developed, there are few predictors of
long-term outcome. Histological parameters including fibrosis stage are important prognostic
factors, but a reproducible and standardised ALD-specific scoring system is required that reduces the
interobserver variation of existing scores.* Collagen proportionate area (CPA) is a semi-automated
quantitative assessment of fibrosis with high inter- and intra-observer concordance.> CPA predicts
decompensation and liver-related mortality in non-alcoholic fatty liver disease and hepatitis C
related cirrhosis.>® In patients with ALD, CPA correlates with liver stiffness measurement’ and portal

pressure® but has not previously been studied as a prognostic indicator.

Israelsen et al conducted a two-centre retrospective assessment of patient factors (including fibrosis
stage and CPA) associated with clinical outcomes in patients with biopsy-proven ALD.® In the whole
cohort, CPA and MELD independently predicted liver-related mortality. However, CPA was the only
independent predictor of hepatic decompensation and liver-related death in patients with early or
compensated ALD. Results were validated in an independent prospective cohort of patients with
early ALD in whom transient elastography was concurrently performed. CPA strongly correlated with
liver stiffness measurement and both predicted hepatic decompensation with equal but not additive

predictive power.

It should be noted that this study is based upon liver histology from patients that would not
routinely undergo liver biopsy. The authors acknowledge that the indications for biopsy were
unknown and at the discretion of the treating physician. There were also considerable differences in
patient characteristics between the two participating centres highlighting variations in local practice.
So how can these findings best be applied to clinical practice? It is useful to know that CPA and liver
stiffness measurement strongly correlate in patients with early or compensated ALD suggesting that

non-invasive methods may suffice for prediction of liver-related outcomes. However, the strength of



CPA may lie in those with intermediate liver stiffness values. Transient elastography has lowest
accuracy in patients with F2-F3 fibrosis’ and is confounded by active alcohol use.’® In such patients,
biopsy with CPA assessment may more accurately stage fibrosis and provide additional prognostic

information that can guide patient management.

Reduction in alcohol use remains the only strategy known to improve long-term outcomes in
patients with ALD.? Yet abstinence did not independently predict liver-related outcomes in this
study. This is most likely explained by incomplete alcohol consumption data due to the retrospective
nature of the development cohorts. However, long-term abstinence from the point of biopsy
onwards was clearly documented in a subset of patients and was a strong predictor of all-cause
mortality at maximal follow-up (HR 0.50 [0-30-0.83]). One should not forget that however useful a

predictor of clinical outcomes is, the most effective management is in tackling alcohol consumption.
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