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To the Editor:
We thank Drs Alferink and Murad for their interest and com-
ments on our study.1 We agree that body mass index (BMI) is
an imperfect measure of adiposity. A number of studies have
shown that waist circumference or waist-hip ratio, as surrogates
of central obesity, may predict histological changes in patients
with non-alcoholic fatty liver disease (NAFLD) and the presence
of metabolic diseases in the general population.2,3 In our study,
the change in waist circumference among patients with baseline
BMI <25 kg/m2 was 1.9 ± 5.6 vs. 0.2 ± 5.0 cm at Year 1 (p = 0.11)
and �0.4 ± 9.3 vs. �0.2 ± 5.4 cm at Year 6 (p = 0.93) in the life-
style intervention and control groups, respectively. The change
in waist circumference among patients with baseline BMI
≥25 kg/m2 was �4.0 ± 6.9 vs. 1.9 ± 5.8 cm at Year 1 (p <0.001)
and 2.2 ± 6.2 vs. �0.5 ± 6.6 cm at Year 6 (p = 0.32) in the lifestyle
intervention and control groups, respectively.

In response to Alferink and Murad’s request, we repeated the
multivariable analysis using percentage of weight reduction in
place of absolute weight reduction as a covariate. As expected,
percentage change in body weight remained a strong indepen-
dent factor associated with remission of NAFLD at Year 1 in
patients with baseline BMI <25 kg/m2 (Table 1). Compared with
Table 3 of our original article,1 the adjusted odds ratios of the
other factors were almost unchanged in this new analysis. Partic-
ipation in lifestyle intervention now has only borderline statisti-
cal significance, supporting the notion that the benefit of lifestyle
intervention was reflected by improvements in anthropometric
parameters. We did not include both absolute and relative
weight reduction in the same model because of collinearity.

Finally, Alferink and Murad discussed the accuracy of fatty
liver index (FLI). We agree that FLI and similar simple prediction
scores have modest accuracy for the diagnosis of NAFLD.4 While
they have important roles in epidemiological research using large
cohorts, they are not accurate enough for the clinical
management of individual patients. We thank Alferink and
Murad for sharing their data comparing FLI and ultrasonographic
fatty liver in the Rotterdam study.5 Since BMI and waist circum-
ference are components of FLI, the score may perform differently
le analysis of factors associated with remission of
atients with baseline BMI <25 kg/m2.
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in patients with different BMI.We did not perform c-statistics for
FLI in our study because all patients had NAFLD at baseline.1

Rather, FLI had modest correlation with intrahepatic triglyceride
content (IHTG) by proton-magnetic resonance spectroscopy in
the overall population (r = 0.20, p = 0.028). The correlation was
weaker when stratified by BMI (r = 0.11, p = 0.41 for BMI <25;
r = 0.19, p = 0.12 for BMI ≥25 kg/m2). The latter probably reflects
the effect of narrow spectrum. As such, wewould emphasize that
IHTG was the robust primary outcome in our study, and data
based on FLI should be considered exploratory.
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