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Non-alcoholic fatty liver disease (NAFLD) is the most
prevalent liver disease in many countries and is predicted
to become the commonest indication for liver transplan-
tation by 2020.1 Non-invasive markers that can assess
disease stage, but more importantly, disease progression
are a research priority.

Recently in this journal, Jiang and colleagues sug-
gested that sequential lipid measurements, particularly
decreasing fasting triglycerides, may be a marker of dis-
ease progression.2 They undertook linear regression
analyses on cross-sectional data from >11 000 partici-
pants in the NHANES cohort, and assessed the relation-
ship between participant’s triglyceride level and 5 non-
invasive indices of fibrosis [NAFLD fibrosis score (NFS),
FIB-4, AST/ALT ratio, APRI and BARD]. An inverse
relationship between triglyceride levels and 2 of the 5
indices (NFS and FIB-4) was observed, with statistically
significant results limited to scores indicating stage 3 and
4 fibrosis. Previous data in Hepatitis C infection has
indicated that low serum cholesterol may predict fibro-
sis3 but a relationship for triglycerides and stage of liver
disease has not previously been reported.

There are some caveats to these conclusions. Impor-
tantly, both NFS and FIB-4 have only been validated in

liver disease specific populations4, 5 but not in the gen-
eral population. To reduce misclassification, the authors
tried to specify a cohort more likely to have NAFLD by
restricting analysis to those with elevated enzymes (cut-
offs of 30 IU/L for males and 19 IU/L for females). The
use of a higher cutoff would be more instructive, as low
cutoffs increase sensitivity at the cost of specificity,
arguably more important here. Secondly, noninvasive
fibrosis scores predict biopsy-proven fibrosis with rea-
sonable accuracy,6 but fibrosis remains an imperfect
surrogate of hard clinical end points. Further data from
longitudinal studies linking serial measurements of tri-
glycerides and clinical end points would be highly
informative.
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