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Prognostic impact of hepatitis B virus infection on intrahepatic cholangiocarcinoma

MIAO Hui, GUO Chen-xu, WAN Qian-qgian, SHI Liang-hui, WU Sheng-bing, WAN Xu-ying’
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[ Abstract ]| Objective To investigate the impact of hepatitis B virus (HBV) infection on the prognosis of intrahepatic
cholangiocarcinoma (ICC). Methods The data of 162 patients with ICC histologically proven by surgery or biopsy in Anting
branch of our hospital from Oct. 2015 to Dec. 2019 were retrospectively analyzed. The general information and prognosis of
patients with HBV-related ICC (55 cases) and non-HBV-related ICC (107 cases) were compared. Cox proportional hazard
regression model was used to analyze the independent factors affecting the prognosis of ICC patients. Results The median
survival time of patients in HBV-related ICC group and non-HBV-related ICC group were 26 and 28 months, and the 1-, 3- and
S-year overall survival rates were 80.0%, 29.8%, 14.5% and 79.3%, 31.2%, 16.6%, and the 1-, 3- and 5-year progression-free
survival rates were 59.0%, 21.5%, 14.3% and 52.6%, 20.9%, 13.1%, respectively. There were no significant differences in
overall survival rate or progression-free survival rate between the 2 groups (P=0.487, 0.634). Stratified analysis by HBV-
DNA levels showed no significant difference in overall survival rate or progression-free survival rate between patients with
HBV-related ICC in the HBV-DNA<50 IU/mL group and HBV-DNA>50 IU/mL group (P=0.643, 0.535). Multivariate
Cox proportional hazards regression analysis showed that TNM stage IV (hazard ratio [HR=3.12, 95% confidence interval
[CI]1.57-6.20, P=0.001), radical surgery (HR=0.47, 95% CI 0.26-0.87, P=0.016) and lymph node metastasis (HR=2.10,
95% CI 1.31-3.36, P=0.002) were the independent influencing factors of overall survival in ICC patients. Conclusion HBV
infection has no significant effect on the prognosis of ICC patients. Radical surgery is an independent protective factor for
overall survival of ICC patients, and TNM stage IV and lymph node metastasis are the independent risk factors.
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Tab 1 Baseline data of 2 groups of ICC patients

Index HBV-related ICC N=55 Non-HBV-related ICC N=107 Statistic P value
Gender, n (%) Fisher exact test 0.026
Male 41 (74.5) 60 (56.1)
Female 14 (25.5) 47 (43.9)
Agelyear, x5 52.69+9.32 61.25+10.88 t=4.967 <0.01
Pathological type, 1 (%) 7 =0.520 0.771
Low differentiation 9 (16.3) 17 (15.9)
Medium differentiation 46 (83.6) 89 (83.2)
High differentiation 0 1(0.9)
TNM stage, n (%) 7 =2.802 0.423
I 19 (34.5) 26 (24.3)
I 19 (34.5) 39 (36.4)
] 8 (14.5) 29 (23.4)
I\ 9(16.4) 13 (15.9)
Radical surgery, n (%) 14 (25.5) 23 (21.5) Fisher exact test 0.561
Chemotherapy, 7 (%) 19 (34.5) 34 (31.8) Fisher exact test 0.727
Local treatment, n (%) 20 (36.3) 29 (27.1) Fisher exact test 0.279
Systematic treatment, 7 (%) 5(9.0) 9 (8.4) Fisher exact test 1.000
Lymph node metastasis, 7 (%) 19 (34.5) 43 (40.2) Fisher exact test 0.501
Vascular invasion, 7 (%) 9(16.4) 15 (14.0) Fisher exact test 0.816
Cirrhosis, n (%) 17 (30.9) 54.7) Fisher exact test <<0.01
Total bilirubin/(umolsL "), M (Q,, Q) 14.30 (10.20, 17.70) 12.70 (9.17, 17.15) U=0.364 0.364
GGT/(UL™"), M (Q,, Op) 60.00 (26.00, 107.00) 70.00 (33.00, 145.75) U=0.089 0.089
Albumin/(geL "), x + s 41.86+4.71 41.72+4.47 t=0.176 0.860
CA 19-9/(UsmL "), M (Q,, Q1) 29.80 (13.00, 177.40) 44.70 (14.80, 315.95) U=0.218 0.218
AFP/(ngemL "), M (Q,, Q) 3.60 (2.30,9.20) 3.40 (2.40,5.92) U=0.569 0.569
CEA/(ngsmL "), M (Q,, Q) 3.00 (1.70, 5.00) 2.90 (1.77,5.15) U=0.727 0.727

ICC: Intrahepatic cholangiocarcinoma; HBV: Hepatitis B virus; GGT: y-glutamyltransferase; CA 19-9: Carbohydrate antigen 19-

9; AFP: a-fetoprotein; CEA: Carcinoembryonic antigen; M (Q,, O,): Median (lower quartile, upper quartile).
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Fig1 Kaplan-Meier survival curves of ICC patients in 2 groups

A: Overall survival; B: Progression-free survival. ICC: Intrahepatic cholangiocarcinoma; HBV: Hepatitis B virus.
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Fig2 Kaplan-Meier survival curves of HBV-related ICC patients with different HBV-DNA levels

A: Overall survival; B: Progression-free survival. HBV: Hepatitis B virus; ICC: Intrahepatic cholangiocarcinoma.
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Tab 2 Univariate and multivariate Cox proportional hazard regression analyses of prognostic influencing factors in

ICC patients
. Univariate analysis Multivariate analysis
Variable
HR (95% CI) P value HR (95% CI) P value
HBYV infection 1.15(0.76, 1.73) 0.493
Male 1.12 (0.74, 1.68) 0.581
Age>65 years 1.09 (0.71, 1.67) 0.680
Lowly differentiated tumor 2.21(1.32,3.71) 0.002 1.51 (0.86, 2.67) 0.149
TNM stage IV 5.80(3.39,9.92) <0.01 3.12(1.57, 6.20) 0.001
Radical surgery 0.20(0.13,0.31) <<0.01 0.47 (0.26, 0.87) 0.016
Chemotherapy 1.52 (1.01, 2.29) 0.041 1.31 (0.84, 2.04) 0.221
Local treatment 1.12 (0.74, 1.70) 0.570
Systematic treatment 1.73 (0.94, 3.18) 0.074
Lymph node metastasis 2.96 (1.98, 4.44) <0.01 2.10 (1.31, 3.36) 0.002
Vascular invasion 2.06 (1.25,3.42) 0.005 1.82(0.98, 3.39) 0.057
Cirrhosis 1.57 (0.94, 2.62) 0.083
Total bilirubin>>35 pumolsL ' 0.73(0.29, 1.80) 0.500
GGT>60 UL’ 1.38 (0.92, 2.06) 0.114
Albumin<<35 geL ™" 2.06 (1.07, 3.97) 0.030 1.11 (0.49, 2.48) 0.792
CA 19-9>200 UsmL "' 1.42 (0.92, 2.20) 0.111
AFP>100 ngemL "' 2.00 (0.80, 5.02) 0.136
CEA>40 ngemL ™' 1.91 (0.88, 4.16) 0.102

ICC: Intrahepatic cholangiocarcinoma; HBV: Hepatitis B virus; GGT: y-glutamyltransferase; CA 19-9: Carbohydrate antigen

19-9; AFP: a-fetoprotein; CEA: Carcinoembryonic antigen; R: Hazard ratio; CI: Confidence interval.
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