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Risk of hepatocd lular carcinomain chronic hepatitis B patients presumed as immune tolerant phase
gaeln) AHgA e el

A, AT, A9, B, HEA, olFY, uBA, Wiy, W

Background/Aims: Recent studies suggested minor but significant proportion of patients presumed inimmune-tolerant phase, defined by hepatitise antigen
(HBeAQ) positive, high serum hepatitis B virus (HBV) DNA, and norma aanine aminotransferase (ALT) levels, develop complication. Internationa HBV
guidelines recommended age and non-invasive biomarkers (e.g., FIB-4) to stratify future complication risk, but evidence to support this approach islimited.
Methods: A retrospective cohort of 651 HBeAg positive, adult patientswith high serum HBV DNA levels (> 7 logl U/mL) but normal or mildly elevated ALT
levels (<80 U/L) were analyzed. We tested whether age and FI B-4 areindependent risk factorsfor hepatocellular carcinoma (HCC) development. Actuad HCC
incidence rate in patient subgroups divided by age and FIB-4 was assessed. Norma ALT was defined as <35U/L for males and <25U/L for females. Results:
Duringamedian 5.2 years of follow-up (range: 1.0-17.8 years), 24 patients (3.7%) developed HCC. Age and FI B-4 |evel swereindependent factors associated
with HCC development. When stratified, 5 and 10-years HCC incidence rate was 0% and 2.0% for patients aged <40 years plus FIB-4 <1.45, while 5 and
10-yearsHCC incidencerate was 5.9% and 32.7%for patients aged >40 years plus FIB-4 >1.45, respectively, (p<0.001). When analysiswas|limited to patients
withnormal ALT levels(n=301), 5 and 10-years HCC incidence rate was 0% and 0% for patients aged <40 years plus FIB-4 <1.45, while 5 and 10-yearsHCC
incidenceratewas4.5% and 27.1% for patients aged >40 years plus FI B-4 >1.45, respectively, (p<0.001). Conclusions: Among patients presumed inimmune
tolerant phase, HCC risk was considerably high for aged patients with elevated FIB-4 index, while the risk was minimum for young patients with low FIB-4
index. These two factors could effectively stratify HCC risk, thus may guide management plan, among patients presumed in immune tolerant phase.
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Predictors of HCC development at sustained virological response among chronic hepatitis C patients
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Background/Aims: Liver fibrosisis associated with an increased risk of hepatocdllular carcinoma (HCC) devel opment. We investigated the predictors of
HCC development at the time of sustained virological response (SVR) among chronic hepatitis C (CHC) patients. Methods: Between 2003 and 2016, 669
CHC patients achieved SVR through interferon-based regimens. The predictors of HCC devel opment was assessed using Cox proportional hazardsregression
model. Results: After SVR achievement, HCC developed in 19 (2.8%) patients. Patients with HCC had older age (mean 67.7 vs. 59.4 years), higher pro-
portion of male gender (89.5 vs. 42.3%), liver cirrhosis (57.9 vs. 15.5%), hypertension (52.6 vs. 23.1%), and diabetes (36.8 vs. 16.5%), lower platelet count
(mean 120 vs. 182 109/L), higher apha-fetoprotein (mean 8.5 vs. 3.4 ng/mL), higher aspartate and aanine aminotransferase (mean 42.7 vs. 23.6 IU/L and
mean 33.1vs. 19.8 IU/L), lower total cholesterol (mean 161.8 vs. 182.7 mg/dL), and higher FIB-4level (mean 7.0 vs. 2.2) (all P<0.05). On multivariate analy-
sis, FIB-4 independently predicted HCC devel opment (hazard ration=1.072; 95% confidence interval, 1.027-1.120, P=0.002), together with male gender, hy-
pertension, and apha-fetoprotein (all P<0.05). When the study popul ation was stratified into three groups with different risk of significant fibrosis according
to FIB-4 level (<1.45with low-risk, 1.45-3.25 with intermediate-risk, >3.25 with high-risk), the cumulative incidence rate of HCC significantly different be-
tween the groups (all P<0.05 by log-rank tests). Conclusions: FIB-4 independently predicted HCC development, together with male gender, hypertension
and apha-fetoprotein. The cumulative incidence rate of HCC was significantly different between three groups according to FIB-4 level . The assessment of fi-
brotic burden using FIB-4 &t the time of SVR might be useful for the risk stratification of HCC development in CHC patients.

Table. Independent predictors of HCC development after SVR

Variables Univariate  Multivariate using liver cirrhosis Multivariate using FIB-4
il P value HR 95% CI P value HR 95% Cl Pvalue
Demographic variables
N — Figure. The ,:Age 0.009 1026 0.973-1.083 0342 - - -
P=0.001 cumulative Vale gender 0001  9.192 202341767 0004 7390 1.636-33.380  0.009
—— FIB-4 1_45.3_25}: incidence of HCC Liver clrrhqsls <0.001 2.508 0.721-8.723 0.148 - o -
7 — FIB-4<1.45 P=0.046 development :;;ieel:::swon ggéi 2.?89 0.903i9.896 0.?73 3.%41 1.058i9.329 0.[{39
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Laboratory variables

Cumulative incidence of HCC development

PLT, 10°/L <0.001 0.985 0.973-0.997 0.019 = N -
= AFP, ng/mL <0.001 1.002 0.943-1.066 0.939 1.054 1.010-1.101 0.016
AST, 1U/L <0.001 0.996 0.973-1.018 0.697 - = =
- ALT, IU/L 0.001 1.021 0.977-1.066 0.352
00 v sovestant AE R T Serum Cr, mg/dL 0.976 s o = - = =
1 E) ® % £ B B 10 FIB-4 <0.001 1.072  1.027-1.120 0.002

Time to HCC (months) Age, PLT, AST, ALT were excluded from the multivariate analysis using FIB-4.
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