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[Abstract] Objective To investigate the effect of non-alcoholic fatty liver disease (NAFLD) on the overall survival of
patients with hepatitis B virus-related hepatocellular carcinoma (HCC). Methods The hospitalized patients from June 2008
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to December 2020 were screened according to inclusive and exclusive criteria, the clinical characteristics at the time of the initial
diagnosis of HCC and time-to-event information of the enrolled patients were retrospectively collected. After stratified by the
Barcelona Clinic Liver Cancer (BCLC) staging and then balanced with the stabilized inverse probability of treatment weighting
(IPTW) between NAFLD and non-NAFLD group, the Kaplan-Meier survival curve, log-rank test and Cox regression were used to
compare the prognosis of patients with HBV-related HCC between NAFLD group and non-NAFLD group. The endpoint of this
study was HCC-related death. Results A total of 833 patients were enrolled in the study. Among them, 465 patients in resectable
group and 368 in non-resectable group. There were 161 (34.6%) patients with NAFLD in resectable group, and 76 (20.7%) patients
with NAFLD in non-resectable group. After stabilized IPTW weighting, all indicators showed no statistical difference between two
groups. Survival analyses showed that median survival time of NAFLD patients with HBV-related HCC was significantly longer
than that of non-NAFLD patients. The 3-, S-, and 8-year cumulative survival rates of NAFLD patients in resectable group were
96.9%, 82.1% and 41.2%, which were significantly higher than 91.1%, 60.4% and 13.7% of non-NAFLD patients (P<0.01). Cox
analysis showed that NAFLD was the protective factor of survive (HR=0.473, 95%CI 0.356-0.627, P<0.01). Similarly, those of
NAFLD patients in non-resectable group were 76.8%, 53.7% and 18.4%, which were significantly higher than those of non-NAFLD
patients (53.0%, 25.7% and 2.5%, respectively, P<0.01). Cox analysis also showed that NAFLD was the protective factor of survive
(HR=0.358, 95%CI 0.247-0.518, P<0.01). Conclusion The cumulative survival rate of HBV-related HCC patients with NAFLD is

higher than that of patients without NAFLD.
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Tab.1

non-resectable group

Analysis of clinical features of patients with hepatitis B virus-related hepatocellular carcinoma between resectable group and

[ YIBE (n=465)

A IR (n=368)

Ei=0a JENAFLDZ4]  NAFLD# > 4ENAFLDZ NAFLD# >
(n=304) (n=161) tx P (n=292) (n=76) tx P

BEHE1(%)] 258(84.9) 116(72.0) 10.189 0.001 243(83.2) 50(65.8) 10.241 0.001
AR (%, xts) 52.9+9.4 51.5 = 10.0 1.494 0.118 52.4+10.4 51.1+9.7 0.984 0.316
BMI(kg/m’ x+s) 24.6 + 3.4 263+3.3 5.182 <0.001 242+3.5 26.0 £ 3.0 4107  <0.001
Wi PRI [151(%)] 44(14.5) 35(21.7) 3.441 0.064 34(11.6) 8(10.5) 0.005 0.944
HCCHKIE L [1(%)] 113(37.2) 27(16.8) 19.860 <0.001 88(30.1) 11(14.5) 6.748 0.009
HBeAgFH M [#](%)] 96(31.6) 48(29.8) 0.081 0.775 181(62.0) 32(42.1) 8.979 0.003
AR (5] (%)] 264(86.8) 137(85.1) 0.144 0.704 257(88.0) 57(75.0) 7.151 0.007
I TR ZE [ 51] (%) 44(14.5) 18(11.2) 0.724 0.395 130(44.5) 21(27.6) 6.428 0.011
ALB<ULN[ 1] (%)] 86(28.3) 17(10.6) 18.174 <0.001 107(36.6) 13(17.1) 9.606 0.002
BIL>ULN[ 41 (%)] 81(26.6) 20(12.4) 11.699 0.001 82(28.1) 6(7.9) 12.421 <0.001
ALT>ULN[f](%)] 92(30.3) 55(34.2) 0.571 0.450 131(44.9) 26(34.2) 2.379 0.123
AST>ULN[f(%)] 85(28.0) 45(28.0) 0 1.000 162(55.5) 23(30.3) 14.346  <0.001
ALP>ULN[#1(%)] 32(10.5) 17(10.6) 0 1.000 82(28.1) 8(10.5) 9.132 0.003
GGT>ULN[1(%)] 125(41.1) 59(36.6) 0.703 0.402 183(62.7) 32(42.1) 9.671 0.002
PLT<ULN/[i(%)] 124(40.8) 35(21.7) 16.140 <0.001 94(32.2) 12(15.8) 7.132 0.008
AFP>ULN([ 1 (%)] 112(36.8) 64(39.8) 0.265 0.607 95(32.5) 25(32.9) 0 1.000

HBV. ZHIF R ; HCC. FAIMLRE ; NAFLD. AR PEAS I PEIERE ;5 BML R HE40; HBeAg. LA Jebiil; ULN. IE# {HILH
EBR; AFEFRAYULN: ALB(H 8 H)=35g/L; BIL(JIHZL2)=20.5 wmol/L; ALT (4N & HH)=35 U/L(& k) /40 U/L(BME); AST(HH
B[ )=40U/L; ALP(JRMEBEREY)=150U/L; GGT(v-AZEH: M )=50U/L; PLT(Ifl/MR)=100 x 10°/L; AFP(HKE)=10 ng/L
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Tab.2  Analysis of clinical features of patients with hepatitis B virus-related hepatocellular carcinoma between resectable group and

non-resectable group after weighting

CiR7I]S AFYIER
Eizt2) 4ENAFLDZ NAFLD#] 7 8 4ENAFLDZ NAFLD4{ 7 s
(n=304.2) (n=156.2) X (n=292.3) (n=71) X

T [51(%)] 250.3(82.3) 129.3(82.8) 0.037 0.889 232.3(79.5) 56.8(79.9) 0.024 0.928
AR (%, xts) 522%9.5 52,0103 0.208 0.859 52.1+10.5 51.1+9.8 0.729 0.535
BMI(kg/m’, %+s) 252+3.5 254 +3.2 0.597 0.633 24.6+3.8 253+2.8 1.458 0.104
WEPRIE (%) ] 52.3(17.2) 27.8(17.8) 0.001 0.887 33(11.3) 5.8(8.2) 0.302 0.440
HCCHIGEH [H1(%)] 90.5(29.7) 42.5(27.2) 0.213 0.652 78.4(26.8) 15.4(21.7) 0.540 0.49
HBeAgPHM:[1(%)] 93.4(30.7) 45.2(28.9) 0.081 0.728 169.5(58.0) 38.1(53.7) 0.278 0.568
JFREA[ 15 (%)] 255.9(84.1) 133.3(85.4) 0.049 0.755 253.1(86.6) 57.7(81.3) 0.913 0.282
I T s ZE 51 (%) ] 40(13.1) 24.5(15.7) 0.360 0.569 123.7(42.3) 28.4(40.0) 0.049 0.774
ALB<ULN[5(%)] 66.7(21.9) 27.9(17.9) 0.810 0.423 96(32.8) 23(32.4) 0.006 0.957
BIL>ULN[f5](%)] 67.8(22.3) 30.9(19.8) 0.250 0.627 73.1(25.0) 9.7(13.6) 3.578 0.136
ALT>ULN[#1(%)] 90.3(29.7) 57.1(36.6) 1.934 0.183 126(43.1) 25.7(36.2) 0.855 0.367
AST>ULN[ ] (%)] 74.6(24.5) 47.2(30.2) 1.440 0.232 149.4(51.1) 30.8(43.3) 1.074 0.331
ALP>ULN[#1(%)] 27.5(9.0) 19.5(12.5) 0.986 0.316 71.5(24.5) 15.3(21.5) 0.130 0.703
GGT>ULN[1(%)] 122.8(40.4) 62.4(39.9) 0.022 0.941 172.6(59.1) 43.6(61.4) 0.052 0.742
PLT<ULN[f(%)] 102.6(33.7) 46.8(30.0) 0.507 0.498 84.5(28.9) 19(26.8) 0.045 0.788
AFP>ULN/[(%)] 110.7(36.4) 62.7(40.2) 0.476 0.486 94.7(32.4) 25(35.2) 0.097 0.703
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ULN. 1E % {E7E

IBR; HIEFRAYULN: ALB(FA#F)=35 g/L; BIL(HHZI%)=20.5 pmol/L; ALT(4 P55 E R )=35 U/L(& 1) /40 U/L(HHE); AST(HH
e i)=40 U/L; ALP(BPEBSIRE)=150 U/L; GGT(y-A& B, #M)=50 U/L; PLT(Ifl/Mi)=100 x 10°/L; AFP (HIFHH)=10 pg/L
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