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mechanisms behind the indications for C-section in women with 
IBD. We agree that a multidisciplinary approach, involving patients, 
gastroenterologists and obstetricians, is required in order to reduce 
the risk of adverse maternal-related outcomes in women with IBD.6
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Letter: a stepwise approach towards the screening of hepatic 
fibrosis in the general population

EDITORS,
We read with interest the recent article by Kang et al1 who used mag-
netic resonance elastography (MRE) to examine the prevalence of he-
patic fibrosis in a large community-based general population (n = 2170) 
from South Korea. The rates of significant (≥F2) and advanced (≥F3) 
fibrosis in the entire study cohort were 5.1% and 1.3% respectively. 
In the average risk population (ie after excluding alcohol use and viral 
hepatitis), MRE-defined (>5% fat fraction) non-alcoholic fatty liver 
disease (NAFLD) was identified in 27.7% of the screened subjects—
with significant and advanced fibrosis being detected in 8.0% and 
1.5% of cases respectively. Importantly, subjects with NAFLD plus 
diabetes had a significantly higher prevalence of significant and ad-
vanced fibrosis (24.1% and 6.0% respectively). The authors are to be 
congratulated for implementing the use of MRE—a highly accurate im-
aging modality—in a screening setting. Their results confirm previous 
findings on non-negligible rates of fibrosis and NAFLD in the general 
population.2,3 Unfortunately, the routine use of MRE for screening of 
fibrosis in the general population is unfeasible because this technique 
is not widely available and weighed by high costs.

We believe that routine screening for hepatic fibrosis in a popula-
tion setting should be developed in a stepwise fashion using clear-cut 

decision nodes. A rational model may be as follows. First, all subjects 
should undergo non-invasive fibrosis tests (NITs), for example, FIB-4 
testing.4 This should be implemented in an unbiased, large-scale man-
ner in primary care settings and in secondary-care nonhepatology 
settings (eg, obesity or diabetic clinics), with the goal of detecting the 
“missing cases” of liver fibrosis that will never have the opportunity to 
be referred to the hepatologist if NITs screening is not systematically 
brought outside of the specialist liver centers. Subjects at low risk of 
advanced fibrosis according to FIB-4 should be managed in primary 
care, whereas those at high risk should be directly referred to sec-
ondary care. Patients at indeterminate risk according to FIB-4 should 
undergo transient elastography (TE) and be reclassified according to 
its results. Of note, this triage implementation outside of the hepa-
tology clinic is expected to increase the number of referrals to the 
hepatologist—ultimately reducing the number of cases that stand 
under-recognised in a non-specialist setting. Moreover, the “out-of-
the-hepatology-clinic” NITs implementation would also reduce the 
selection bias currently seen in most hepatology practices—in which 
NAFLD cohorts are substantially enriched with the most severe cases 
of fibrosis (a condition that does not reflect the reality of NAFLD in 
the general population and creates a bias that can also influence the 
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outcomes of phase 3 clinical trials).5 Finally, all cases with metabolic 
syndrome and results of TE suggestive of significant fibrosis may be 
candidates to undergo biopsy in the hepatology clinic.

The application of this multiple-step screening approach to fibrosis 
has the potential to lead to a new stepwise model of care, especially if 
correctly implemented in the appropriate setting, that is, non-hepatol-
ogy practices in first instance, followed by specialist hepatology clinics.
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Letter: a stepwise approach towards the screening of hepatic 
fibrosis in the general population—authors’ reply

EDITORS,
It was a pleasure to read Dr Yilmaz's review of our paper1 and his 
suggestion of a method for broadening the screening and diagnosis 
rate of NAFLD using a stepwise approach.2 We agree that using non-
invasive tests as the first step in screening for NAFLD is important 
especially in areas that have limited resources.

However, one of the most important points of our paper is that 
we provided a baseline, highly accurate number of patients who have 
fatty liver and fatty liver-related fibrosis which can be used as a com-
parison for global practice.1 As we noted, almost 28% of a generally 
healthy population had NAFLD and of those with NAFLD 8% had 
fibrosis (F2) while 1.5% had F3 fibrosis. In addition, we found that 
those with diabetes also had a high prevalence of fibrosis [12.5% (F2) 
and 4.3% (F3)] with those having NAFLD and diabetes had the high-
est prevalence of fibrosis [24.1% (F2) and 6.0% (F3)]. Furthermore, 
we found that the kappa coefficient for agreement between the use 

of ultrasound and MRE was only 0.38. As such, using our results as 
a baseline, practices can compare their number of NAFLD cases, 
NAFLD plus diabetes mellitus (a condition that places patients at five 
times the risk for fibrosis), NAFLD-related fibrosis cases and diabetes 
mellitus-related fibrosis to our results to determine how well they are 
doing at case finding as the prevalence of NAFLD is high in Asia.1,3

Additionally, we were able to determine among this large gen-
eral, average-risk population (excluding current and past viral hep-
atitis, significant alcohol use, and those with high ALT values), the 
mean  ±  SD for a ‘normal’ liver stiffness value when using MRE 
(2.4 ± 0.3 kPa), a critical value that has been hindered by small sam-
ple sizes or the use of highly selected populations.4-7 This finding 
may now help assist policy decision makers determine an accurate 
cut-off point to determine normal liver stiffness.

In addition, it is important to realise that for any screening algo-
rithm to be effective, healthcare practitioners must first be aware of 
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