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Expression of SLCO1B1 in Hepatocellular Carcinoma and its Effect on Prognosis
TANG Wan,ZHANG Xiao—xun,CHAI Jin
(Department of Gastroenterology,the First Affiliated Hospital to Army Medical University/Southwest Hospital,
Chongqing 400038,China)

Abstract: Objective To study the expression of SLCOIBI in hepatocellular carcinoma and its relationship with the degree of immune cell
infiltration, and to analyze its effect on the prognosis of patients with hepatocellular carcinoma.Methods The gene SLCO1B1 with distinct
expression differences in hepatocellular carcinoma and adjacent tissues was screened out by TIMER2.0 database. The relationship between the
expression of SLCO1BI1 in hepatocellular carcinoma and the infiltration of immune cells was analyzed by TIMER database, and the predictive value
of tumor—infiltrating immune cells for the prognosis of hepatocellular carcinoma was evaluated. Kaplan—Meier plotter database was used to analyze
the survival curve of hepatocellular carcinoma, and the correlation between the expression level of SLCOIB1 and the clinical prognosis of patients
with hepatocellular carcinoma was obtained under different clinicopathological conditions. The correlation between SLCOIB1 gene expression and
28 kinds of lymphocyte infiltration was detected by TISIDB database. Finally, the correlation between SLCO1B1 and immune cell marker genes was
analyzed by GEPIA database.Results The expression level of SLCO1BI in hepatocellular carcinoma was lower than that in adjacent tissues (P<
0.05). The overall survival (OS), recurrence—free survival (RFS), progression—free survival (PFS) and disease—specific survival (DSS) of patients
with high expression of SLCO1B1 were higher than those of patients with low expression (P<0.05), and the expression of SLCO1B1 had prognostic
significance in some clinical features of patients with hepatocellular carcinoma (such as male, Asian, drinking, uninfected hepatitis virus, etc.); the
expression level of SLCO1B1 was negatively correlated with the infiltration levels of B cells, CD8'T cells, CD4'T cells, macrophages, neutrophils,
dendritic cells and other immune cells in hepatocellular carcinoma tissues (P<0.05).Conclusion SLCO1B1 is down-regulated in hepatocellular
carcinoma tissues, which is a prognostic biomarker of hepatocellular carcinoma associated with immune infiltration and may serve as a new
therapeutic target for hepatocellular carcinoma.
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1.2 TIMER 23 #r  7E TIMER2.0 4 /%2 (http:/timer.
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1.3 Kaplan —Meier ML S #EA Kaplan -
Meier plotter 2 #& J& (http://kmplot.com/analysis/) , &,
i Liver cancer £, 8 A FE[K 44 SLCO1B1, £ H
AN IZEE N ik RAI VI 23 A ARE R 08
RFS.PFS I DSS sidiZ: &, Binl3k4% SLCOIBI &
S5 s B WS TE R X R . 7E Kaplan-
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HR{ERLL S PAE.
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2.3 SLCO1B1 3Rk 5 -2 i F8 38 i R AR () AH OC
P FEHPE SN KT AR BRI 4 0 B AT A
g i P, SLCO1B1 mRNA {283k 1 58 A 7R3 A
Tet AT 227 1 B 2 0 1 S 3 )
AN B T 9 995 2 S5 -4l s % vh, SLCO 1B
2k 5 B A CHE R AAF A TE R, L3R 1,

2.4 T4 h SLCO1B1 ik /K5 9028 41 i 3=
TKERIAR S SLCO1B1 78 40 g mh iR ik 5
KB G823 T 7K AR 6, Hod SLCO1BI
1) 2B K- 5P 419 B il (1=-0.176, P=
1.06e-03) .CD8*T 4H iy (r=-0.159,P=3.11e-03).
CD4'T 48 (r=—-0.139, P=9.99¢-03) . E W54 jity

(r=-0.15, P =5.60e-03) . M4 ki 241 g ( r=—0.069, P=
1.98e-01) S 2R 41 M (r=—0.164, P=2.43e-03) )12
T2 SR 56 T S5 i Rg 465 (1=0.009, P=8.7e~01)
SLIEAEE, WL 3. SLCO1BI 55 28 g izt 1t fo
P25 20 0 3V R 8 56 & - SLCO1B1 5 1% 4k CD8*T 4 Jifd |
TEAL CDA'T 4t HP X IC A2 CDA*T 20 g | % v i Bh
PE T 400 ST 4 . CD56" H SR A5 40 i VR PEHD
20 TG A A S 40 I S AR OG , T 59012 B 4l
RE R MR AL S AEAF G, WLER 2. 0E4h, Cox HLAI XU
B G R LB 4 MY CDST 4 g . A 28 4R 41 it |
SLCO1B1 ik 7K -5 4t it g 8 250 fa PRI F AH %
2 3,

% 1 SLCO1B1 Fik 5HF4MaE B & IR KGRI K

i RARFAIE 0S PFS
n HR P n HR P
Jive 431
1 170 0.69(0.37~1.27) 0.23 170 0.67(0.41~1.11) 0.12
2 83 0.82(0.38~1.78) 0.62 84 0.98(0.54~1.77) 0.94
1+2 253 0.64(0.39~1.03) 0.064 254 0.67(0.46~0.98) 0.038
3 83 0.5(0.27~0.92) 0.023 83 0.81(0.47~1.4) 0.45
4 4 / / 5 / /
3+4 87 0.56(0.31~1.01) 0.051 88 0.73(0.43~1.24) 0.25
JiIed 53-4%
1 55 0.68(0.26~1.76) 0.43 55 1.02(0.47~2.2) 0.96
2 174 0.74(0.45~1.24) 0.25 175 0.58(0.37~0.9) 0.014
3 118 0.6(0.33~1.12) 0.1 119 0.81(0.5~1.33) 0.41
4 12 / / 12 / /
)
3 246 0.43(0.27~0.69) 0.0003 246 0.59(0.41~0.85) 0.004
g’y 118 0.96(0.55~1.69) 0.9 120 0.71(0.43~1.18) 0.19
AJCC_T
1 180 0.63(0.35~1.14) 0.12 180 0.6(0.37~0.98) 0.04
2 90 0.65(0.31~1.35) 0.24 92 1.03(0.59~1.79) 0.91
3 78 0.46(0.25~0.87) 0.014 78 0.78(0.44~1.36) 0.38
4 13 / / 13 / /
NFh
HA 181 0.72(0.45~1.13) 0.15 183 0.61(0.41~0.91) 0.014
RIA/IPN 155 0.45(0.25~0.84) 0.01 155 0.55(0.34~0.88) 0.011
R
= 115 0.42(0.22~0.8) 0.0068 115 0.51(0.31~0.86) 0.011
i 202 0.63(0.4~1.01) 0.051 204 0.67(0.45~1.01) 0.054
YL 40 B
= 150 0.52(0.26~1.02) 0.052 152 0.73(0.46~1.15) 0.17
i 167 0.6(0.38~0.95) 0.028 167 0.51(0.33~0.79) 0.0023
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3 SLCO1B1 FikskF 5 FF4H A L8 M & 4 S E R X 1%
% 2 SLCO1B1 FRix 5 AFF4RasE# B AAEZEMN X R
A2 41 I Y r P B 5E 20 if Y Y r P
151k CDS'T 41w -0.145 0.005 15 itz B 40jf 0.214 3.12e-05
FFHKITIZ CDST 4 iy 0.017 0.75 SR NGRS 0.128 0.0131
BNFTAZ CDST 41y -0.009 0.862 CD56bright F $X 25200 -0.146 0.004 69
14k CDAT 4 iy -0.271 1.2e-07 CD56dim H 2R ARABAA -0.104 0.0455
FFHKITIZ CDA'T 41 -0.199 0.000 115 THE A A ) 4t i -0.187 0.000 29
SNATAZ CDAT 41l -0.048 0.358 NKT -0.117 0.0236
UEIEH T T 400 -0.208 5.2e-05 TEAEAR I 4 -0.145 0.005 17
ST 4 -0.134 0.009 47 H A AR 22 21 -0.074 0.151
O T 40 1 0.007 0.894 A ISR 5 AR A 0.114 0.0282
hEBhIE T 40 17 0.014 0.781 53 g 4 i -0.132 0.0105
HEIYE T 40 2 -0.049 0.344 WE TR s 41 A 0.163 0.001 63
WM T 40 -0.061 0.243 e ifiof -0.076 0.142
1L B 4 -0.119 0.0215 AN 0.068 0.192
A B 4N -0.09 0.0839 R eyl -0.039 0.448
& 3 SLCO1B1 FnpiE;2iE 14 & dH A ZE FT 4R A R B9 Cox LE B KB EY
Wi LIHC
coef HR 95%CI_1 95%CI_u P
B 4y -6.977 0.001 0.000 0.917 0.047
CD8 T 41fi -7.466 0.001 0.000 0.057 0.001
CD4 T 41 -4.840 0.008 0.000 3.792 0.124
5 w2 fed 4.807 122.357 0.857 174 76.104 0.058
ERL =y et 2217 9.180 0.000 499 253.681 0.690
9 24 5.219 184.750 6.499 5251.685 0.002
SLCO1B1 -0.127 0.881 0.800 0.969 0.010

2.5 IF4fEdEE o SLCO1B1 ik /KT 5 s 40 i dn i
VIR AHEYE SLCO1B1 e 4L 4 (R 238 5 5 Bl
P T 40 2(Th2) JEF 1 T 400 (Treg) T 4HIEFEE
(T cell exhaustion) JEEFHBIME T 40 (Trh) Al Bl
T 4i}fg 17(Th17) .CD8'T 4HAEL(CDST) T bk EL 40 AR (T
cell) B KELAAMI(B cell) JEAHIC EEAAMI(TAM) |

M1 ZYE BEAR AL (M1 Macrophage ) FIA% 2R 41 (DC)
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PRICSERIFRARIC o B T 40 2 4k
STATG6, VA5 T 4iEksEd TGF-B, T ARG
¥ CTLA4.PD-1.LAG3 .GZMB, JE i BibE T 40futn
HEWY) BCL6, HHBhIME T 1M 17 #3754 STAT3,CDS'T
4iHIbREY) CDSB, T WKL 4iffiAR Y CD3D, M1 HIE
WEARHIAR Y NOS2, i S IR0 iR 54 HLA-DQB1
P15 SLCO1BI MRk, I3k 4,
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& 4 SLCO1B1 Rz 5% & MAMIrCERE#HE X

a2 Frig 3k JiT 4 g ERHYA
r P r P
i W41 i CD86 -0.049 0.35 0.12 0.41
CD115 -0.036 0.49 0.16 0.27
EREE it o} CD11b -0.014 0.79 0.24 0.096
CCR7 0.063 0.23 0.21 0.14
CD66b 0.038 0.47 -0.066 0.65
Thi IFN-y(IFNG) -0.08 0.12 0.039 0.79
STATI 0.06 0.25 0.22 0.13
T-bet (TBX21) 0.053 0.31 0.16 0.28
TNF-oa(TNF) -0.013 0.8 0.26 0.065
STAT4 -0.016 0.77 0.25 0.08
Th2 STAT6 0.27 1le=07 0.22 0.12
GATA3 -0.054 0.3 0.21 0.14
1L13 0.057 0.28 0.083 0.57
STAT5A -0.018 0.73 0.25 0.086
PEAHE T 40 CCRS 0.13 0.0095 0.22 0.13
STAT5B 0.38 3.4e-14 0.52 0.000 11
TGF-B(TGFB1) -0.27 1.3e=07 -0.1 0.49
FOXP3 0.12 0.019 0.13 0.38
T ZNIFES CTLA4 -0.19 0.000 18 0.076 0.6
PD-1(PDCD1) -0.19 0.000 29 0.12 0.42
TIM-3(HAVCR2) -0.081 0.12 0.048 0.74
LAG3 -0.21 3.3e-05 -0.077 0.6
GZMB -0.19 0.000 18 0.052 0.72
TSI B T 40 BCL6 0.25 9e-07 0.2 0.17
121 -0.06 0.25 -0.0037 0.98
Th17 STAT3 0.21 3.5e-05 0.23 0.11
IL17A 0.15 0.0032 -0.1 0.47
CD8'T CD8A -0.06 0.25 0.024 0.87
CDSB -0.18 0.000 47 -0.057 0.7
T cell(general ) CD3D -0.32 6e-10 0 1
cD2 -0.12 0.017 0.19 0.19
RN ) CD19 -0.11 0.044 -0.062 0.67
CD79A -0.075 0.15 0.055 0.7
H SRR 4L KIR2DLI 0.026 0.62 0.23 0.1
KIR2DL3 -0.051 0.33 0.043 0.77
KIR3DLI 0.068 0.19 0.33 0.021
KIR3DL2 0.032 0.54 0.18 0.21
KIR3DL3 -0.043 0.42 -0.047 0.75
KIR2DS4 0.025 0.63 0.23 0.11
JiebJRa A S L e 4 CD68 -0.025 0.64 0.16 0.25
IL-10 0.11 0.028 0.23 0.11
CCL2 -0.044 0.4 -0.24 0.098
M1 T 5 W20 i NOS2 0.26 5.1e-07 0.13 0.38
PTGS2 0.11 0.042 0.2 0.17
IRF5 -0.035 0.5 0.14 0.34
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