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Non-

coding RNA

Reference

Circ_0004913 Inhibition of proliferation, metastasis, (338)
and glycolysis through absorbing
miR-184

Circ_KIAA1429 Increasing tumorigenesis (339)
Upregulation of HMGA2

Circular Increasing early occurrence of (340)

RNA hepatocellular carcinoma

hsa_circ_0005218 Binding to miR-31-5p to increase
CDK1 levels

Hsa_circ_0010882 ncreasing M2 polarization (341)
of macrophages

Circular nteraction with eEF2 to stimulate (342)

RNA Hippo signaling for impairing invasion

hsa_circ_0098181 and migration of tumor cells

Circular nhibition of miR-498 to increase (343)

RNA circ_0003028 ornithine decarboxylase 1 levels

Circ_0073228 ncrease in the growth of tumor cells (344)
and suppression of apoptosis

Hsa_circ_001726 Sponging miR-671-5p to increase (345)
PRMTY levels in enhancing invasion
and metastasis

Hsa_circ_0000092 Binding to miR-338-3p to increase (346)
HN1 levels in tumorigenesis

Circ_MAPK9 miR-642b-3p inhibition to enhance (347)
STAT3 and LDHA levels

Circ_ HMGCS1 Sponging miR-338-5p to increase IL-7 (348)
levels in cisplatin resistance

Circ-EIF31 Inhibition of miR-361-3p to increase (349)
DUSP2 levels in
enhancing tumorigenesis

CircZCCHC2 Stimulation of the Rho/ROCKk2 axis (350)

(hsa_circ_0000854) | and the regulation of miR-936/BTBD7
to elevate tumorigenesis

LncRNA ncrease in stemness through (351)

MIR4435-2HG regulation of rRNA 2’-O methylation

LncRNA FAM99B FAM99B can be derived from (352)
exosomes of mesenchymal stem cells
to suppress tumorigenesis

LncRNA LncRNA FAM13A-ASl is (353)

FAM13A-AS1 transcriptionally modulated by
PHOX2B to increase PPARY stability
to control drug resistance

LncRNA SNHG16 The exosomal SNHG6 can enhance the | (354)
metastasis of hepatocellular carcinoma
through upregulating MMP9

LncRNA Positive interaction with c-Myc to (355)

SLC2A1-DT increase carcinogenesis

LncRNA HEIH Binding to miR-193a-5p to upregulate (356)
CDKS8 to enhance growth and invasion

LncRNA Increase in glycolysis (357)

RP11-620]15.3

LncRNA SNHG1 SNHGI sponges miR-7-5p to increase (358)
IGF2BP2 levels

miR-612 miR-612 promotes RSL3- (359)
mediated ferroptosis

miR-375 miR-375 suppresses autophagy to (360)
disrupt sorafenib resistance

LINC00607 LINC00607 is induced by MYC and (361)
can promote tumorigenesis through
miR-584-3p sponging and
upregulating ROCK1

CircCPSF6 Sponging miR-145-5p to increase (362)
MAP4K4 levels

miR-26a Tumor exosomes can deliver miR-26a (363)
to reduce lymphoid enhancer factor 1
levels in impairing tumorigenesis

CircTMEM181 Upregulation of ARHGAP29 through (364)
inhibition of miR-519a-5p to
impair metastasis

Hsa_circ_0129047 Sponging miR-492 to increase LYVE1 (365)
levels in impairing tumorigenesis

Circ-SNX27 Accelerating tumorigenesis through (366)
sponging the miR-375/RPNI1 axis

Hsa_circ_0000098 Sponging miR-136-5p to increase (367)

MMP2 levels
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Patients TL Group P
Age (years) 0.377
<70 144 54 (81.8%) 90 (87.4%)
>70 25 12 (18.2%) 13 (12.6%)
Sex 0.078
Female 31 7 (10.6%) 24 (23.3%)
Male 137 59 (89.4%) 78 (75.7%)
fﬁ::t(:i:;neter of the 1.000
<7 64 25 (37.9%) 39 (37.9%)
>7 105 41 (62.1%) 64 (62.1%)
Tumor number 0.302
<3 49 16 (24.27%) 33 (32.0%)
>3 120 50 (75.8%) 70 (68.0%)
HBV 0.080
NO 46 23 (34.8%) 23 (22.3%)
Yes 123 43 (65.2%) 80 (77.7%)
Child-Pugh class 0.828
A 147 57 (83.82%) 90 (82.57%)
B 30 11 (16.18%) | 19 (17.43%)
AFP (ng/mL) 0.525
<400 73 26 (39.4%) 47 (45.6%)
>400 96 40 (60.6%) 56 (54.4%)
TBIL (umol/L) 0.533
<32 140 53 (80.3%) 87(84.5%)
>32 29 13 (19.7%) 16 (15.5%)
| ALB(g/L) 0.136
<40 59 28(42.4%) 31 (30.1%)
>40 110 38 (57.6%) 72 (69.9%)
PVTT 0.752
NO 91 37 (56.1%) 54(52.4%)
Yes 78 29 (43.9%) 49 (47.6%)
PNI 0.467
<445 94 39 (59.1%) 55(53.4%)
>44.5 75 27(40.9%) 48(46.6%)
Extrahepatic Metastasis 0.563
NO 52 22 (33.3%) 30 (29.1%)
Yes 119 44 (66.7%) 73 (70.9%)
BCLC Period 0.978
B 28 11 (16.7%) 17(16.5%)
c 141 55(83.3%) 86 (83.5%)

HBV, Hepatitis B virus; AFP, serum o-fetoprotein; TBIL, Total bilirubin; ALB, albumin; PVTT, Portal Vein Tumor Thrombosis; BCLC, Barcelona Clinic Liver Cancer; PNI, Prognostic
Nutritional Index.
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Univariate Analysis Multivariate Analysis

Variables (OS)

95% ClI 95% Cl
Age (years)
<70
1.428 0.749-2.725 0.279 - =] =
>70
Sex
Female
1.444 0.754-2.765 0.268 - - =
Male

Largest diameter of the tumor (cm)

<7
2.642 1.581-4.417 <0.001* 2490 1.415-4.382 0.002
>7

Tumor number

<3

1128 0.681-1.870 0.640 - - -
>3

HBV

NO
1.193 0.697-2.042 0.520 - = =
Yes

Child-Pugh class

A
3.132 1.818-5.398 <0.001* 1.053 0.517-2.145 0.886
B

AFP (ng/mL)

<400
1.966 1.217-3.175 0.006 1.396 0.827-2.355 0211
>400

TBIL (umol/L)

<32
2474 1.401-4.369 0.002 2305 1.166-4.559 0.016
>32

Extrahepatic Metastasis

NO
0.754 0.461-1.235 0.262 - - =
Yes

PVTT

NO
1373 0.857-2.201 0.188 - - =
Yes

Treatment

TACE+Lenvatinib

TACE 0.511 0.316-0.825 0.006 0.508 0.310-0.830 0.007

+Lenvatinib+Tislelizumab

PNI

<44.5
0.367 0.220-0.611 <0.001* 0.434 0.250-0.753 0.003
>44.5
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Univariate Analysis Multivariate Analysis

Variables (PFS)

95% Cl 95% CI
Age (years)
<70
1443 0.753-2.765 0.269 - - -
>70
Sex
Female
1.464 0.746-2.870 0.267 - - -
Male

Largest diameter of the tumor (cm)

<7
2.198 1.276-3.785 0.005 1.799 0.996-3.249 0.052
>7

Tumor number

<3
1.063 0.639-1.769 0.814 - - =
>3

HBV
NO 1.233 0.721-2.108 0.445 - - -
Yes

Child-Pugh
A

5290 2.951-9.481 <0.001* 4352 2.379-7.959 <0.001*
B

AFP (ng/mL)
<400

1727 1.070-2.787 0.025 1.357 0.802-2.295 0.255
>400

TBIL (umol/L)
<32

1.726 0.976-3.053 0.061 - - -
>32

Extrahepatic Metastasis

NO
0.982 0.600-1.608 0.943 - - -
Yes

PVTT

NO
1.241 0.774-1.990 0.370 - - =
Yes

Treatment

TACE+Lenvatinib

TACE 0.617 0.383-0.993 0.047 0.513 0.313-0.841 0.008

+Lenvatinib+Tislelizumab

PNI

<445
0.392 0.235-0.653 <0.001* 0476 0.281-0.805 0.006
>44.5





OPS/images/fimmu.2024.1449663/table4.jpg
Variable TLT group
(n, %)
Complete 5(4.9%) 2(3.0%)
response
Partial response 63(61.2%) 29(43.9%)
Stable disease 30(29.1%) 30(45.5%)
Progressive 5(4.8%) 5(7.6%)
disease
Objective 68(66.1%) 31(46.9%) 0.014

response
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Any Grade NO.(%) Grade 3-5 NO.(%)

TLT group(n=103) TL group(n=66) TLT group(n=103) TL group(n=66)
Abdominal pain 60(58.2%) 32(48.5%) 5(4.9%) 2(3.0%)
Nausea 48(46.6%) 29(43.9%) 4(3.9%) ‘ 3(4.5%)
Fatigue 45(43.7%) 20(30.3%) 1(0.9%) 0(0%)
Hypertension 40(38.8%) 23(34.8%) 5(4.9%) 3(4.5%)
Fever 35(40.0%) | 28(42.4%) 0(0%) | 0(0%)
Decreased appetite 26(25.2%) 25(37.8%) 3(2.9%) 2(3.0%)
Hand-foot skin reaction 12(11.6%) 9(13.6%) 2(1.9%) 1(1.5%)
Abnormal liver function 23(22.3%) 13(19.7%) 2(1.9%) 0(0%)
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Molecular Reference

pathway

pSmad3C/3L Astragaloside IV disrupts cancer (228)
and Nrf2/ progression through reducing fibrosis by
HO-1 upregulating pSmad3C, pNrf2, HO-1, and

NQOLI and downregulating pSmad2C,
pSmad2L, pSmad3L, PAI-1, and o-SMA

FNDC5 FNDC5 stimulates PI3K/Akt/Nrf2 axis to (229)
mediate sorafenib resistance

Nrf2 Chlorogenic Acid decreases apoptosis and (230)
DNA damage through Nrf2 upregulation

p62- Arenobufagin mediates autophagy- (231)

Keapl-Nrf2 related ferroptosis

Nrf2 The SUMOylation of Nrf2 increases serine (232)
synthesis and increases cancer progression

Nrf2/HO-1 Astragaloside IV disrupts metastasis (233)

and TGF- through upregulating Nrf2/pNrf2, HO-1,

B1/Smad3 pSmad3C, and p21 and downregulating

pSmad3L and c-Myc

CPLX2 CPLX2 enhances Nrf2 levels to reduce (234)
apoptosis and ferroptosis

p62- Metformin and sorafenib combination can (235)
Keapl-Nrf2 downregulate Nrf2 to enhance ferroptosis
ALDH2 ALDH2 prevents immune evasion through (236)

ROS/Nrf2-induced autophagy

Nrf2 Camptothecin downregulates Nrf2 to (237)
suppress angiogenesis and metastasis

Nrf2/ARE Camptothecin downregulates Nrf2/ARE (238)
axis to enhance sorafenib sensitivity

GSTZ1 Loss of GSTZ1 stimulates Nrf2 to (239)
enhance proliferation

NRF2/SHH Enhancement in tumor-initiating cell (120)
lineage and chemoresistance

CDCA2 CDCA2 supports against oxidative damage (240)
through inducing BRCA1/Nrf2 axis

Nrf2 Enhancement in stemness, metastasis and (241)
ABC transporter gene expression

Nrf2/EMT Regulation of cancer metastasis (242)

SLC27A5 Loss of SLC27A5 stimulates Nrf2/TXNRD1 (243)
axis through lipid peroxidation

Nrf2 Nrf2-siRNA can suppress HIF-10/HSP70 to | (244)
enhance drug sensitivity

Nrf2/MAPK Oxygen therapy controls Nrf2/MAPK axis (245)
to promote apoptosis mediated
selenium compounds

TRIM25 TRIM25 stimulates Nrf2 to enhance (184)
survival and growth of HCC
NOX4 NOX2 upregulation increases (246)

mitochondrial ROS levels to enhance
tumorigenesis and mediate mitophagy by
Nrf2/PINKI1 axis

Nrf2 Upregulated Nrf2 promotes HIF-10. (188)
stability to mediate pseudohypoxia

UBR7 UBR7 impairs cancer progression through (247)
regulation of Keapl/Nrf2/Bach1/HK2
and glycolysis

Nrf2 Nrf2 mediates metabolism of Acetyl-CoA (182)

and promotes tumorigenesis

IGF2BP3/ IGF2BP3 increases Nrf2 stability to (248)
NRF2 prevent ferroptosis
SOCS1 Loss of SOCS1 promotes Nrf2 levels to (197)

mediate tumorigenesis

c-Myc c-Myc increases GOT1 and Nrf2 levels to (249)
reduce ferroptosis
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