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6934 enrolled HBsAg-positive patients of five centers

2533 candidates were excluded:
1156 patients with HCC beyond Milan criteria
1281 patients had no insufficient information of relevant
laboratory tests or clinical data
96 patients treated with interferon at the enrolled time
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Logistic regression multi-factor analysis for factors associated with influencing
serum AFP levels in non-HCC and early stage HCC

]

Analysis of AFP levels in different subgroups
according to the results of logistic regression

|

Comparison of the diagnostic efficacy of AFP for
early stage HCC within Milan criteria in different
subgroups and cut-off values

Supplementary Figure S1. The distribution and analysis process of patients

enrolled in this study.
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Supplementary Figure S2. Comparisons of serum AFP levels between
non-HCC patients with and without antiviral treatment in different
subgroups. (A) Subgroups of HBeAg(-), HBeAg(+), HBV DNA (-) and HBV
DNA(+); (B) Subgroups of ALT < 1xULN, ALT > 1xULN, AST < 1xULN and
AST > 1xULN. **P < 0.01, ***P < 0.001.
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Supplementary Figure S3. Comparisons of serum AFP levels between early
stage HCC patients with and without antiviral treatment in different
subgroups. (A) Subgroups of HBeAg (-), HBeAg (+), HBV DNA (-) and
HBV DNA (+); (B) Subgroups of ALT < 1xULN, ALT > 1xULN, AST < 1xULN
and AST > 1xULN. *P < 0.05, **P < 0.01.
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Supplementary Figure S4. Proportions of abnormal AFP levels between
AST <1xULN and AST > 1xULN for patients with chronic hepatitis B (CHB),
liver cirrhosis (LC) and early stage HCC in (A) the non-antiviral therapy

group, (B) the antiviral therapy group.



Supplementary Table S1 The normal ranges for AFP, ALT, AST, TBIL,

Albumin and Platelet by each clinical center.

Variables Center A Center B Center C Center D Center E
AFP(ng/mL) 0~10 0~8.1 0~13.4 0~9 0~7.02
ALT(U/L)

Male 5~40 3~35 9~50 9~50 9~50
Female 5~35 3~35 7~40 7~40 7~40
AST(U/L)
Male 8~40 15~40 15~40 15~40 15~40
Female 8~40 13~35 13~35 13~35 13~35
TBIL(umol/L) 3.4~20.5 4~239 6.1~25.9 3~20 5-20
Albumin (g/L) 35~55 36~51 40~55 40~55 35~55
Platelet(10"9/L) 85~303 100~350 125~350 125~350 100~300

Center A: The Fifth Medical Center of Chinese PLA General Hospital; Center B: The Third
Affiliated Hospital of Sun Yat-Sen University; Center C: Peking University Shenzhen Hospital;
Center D: The Third Hospital of Hebei Medical University; Center E: The Second Affiliated
Hospital of Xi’an Jiaotong University; AFP, alpha-fetoprotein; ALT, alanine aminotransferase;
AST, aspartate aminotransferase; TBIL, total bilirubin.



Supplementary Table S2. Performance characteristics of serum AFP

discriminating early stage HCC in different subgroups.

Variables AUC (95%CI)  Cut-off Se(%) Sp(%) LR+ LR- P";alu
Whole cohort  0.737 (0.716, 0.758) 8.30 62.69 7437 245 050 -
Antiviral Therapy <0.001
+ 0.783 (0.756, 0.811) 6.33 61.74 84.02 386 046 -
- 0.701 (0.669, 0.733)  16.07 59.65 7022 200 057 -
HBeAg 0.397
- 0.754 (0.729, 0.779) 6.90 61.40 7837 284 049 -
+ 0.734 (0.697, 0.771) 7.38 75.96 6145 197 039 -
HBV DNA <0.001
- 0.788 (0.759, 0.816) 7.04 56.88 89.60 547 048 -
+ 0.707 (0.677, 0.738) 7.99 72.59 5729 170 048 -
ALT <0.001

<1xULN 0.797 (0.772, 0.823) 7.73 59.96 88.83 537 045 -
>1xULN 0.649 (0.612, 0.686) 8.60 69.69 51.85 1.45  0.58 -
AST <0.001
<1xULN 0.811 (0.786, 0.837) 6.90 59.27 90.78 642 045 -
>1xULN 0.664 (0.628, 0.699) 10.14 70.07 55.18 156  0.54 -

AUC, area under the ROC curve; CI, confidence interval; Se, sensitivity; Sp, specificity; LR+,
positive likelihood ratio; LR-, negative likelihood ratio; HBeAg, hepatitis B e antigen; ALT,
alanine aminotransferase; AST, aspartate aminotransferase; ULN, upper limit of normal.



