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KIAA1429 Up ngGiag;;:; Poor prognosis (>1) Promote sorafenib resistance (46, 47)
WTAP Up - Poor prognosis (>3) = (43)
METTL14 Down « Increased likelihoodrand Weaken sorafenib response (39-41)

severity (>2)
1 likelih
METTL3 Up 5 nereased likelihood and Promote lenvatinib resistance (35,37)
severity (>1)
HCC diagnosi
ALKBH5 Down (fg""s‘s Poor prognosis (>2) - (48)
HCC diagnosi
FTO Up (i’g’“’s's Poor survival (>1) - (52, 104)
Down - Poor survival (>1) - (105)
RALYL Up - Poor survival (>4) Enharice cisplatimand 5> (54)
fluorouracil resistance
ZC3H13 Down - Poor survival(>1) - (55)
IGF2BP1 Up - Poor survival (>1) Promote lenvatinib resistance
YTHDF1 Up - Poor prognosis (>1) - (60)
YTHDF2 Up = Poor prognosis (>1) = (61)
YTHDF3 Up = Poor prognosis (>5) = (62, 64)
LRPPRC Up - Poor prognosis (>1) - (65)
NSUN2 Up _ Increased llvkellhood and _ 9)
severity (>1)
HCC diagnosi
ALYREF Up cc ("”;g""s's Poor prognosis (>2) = (80, 106)
1 likelih
METTLI Up - ncreased likelhood and Promote lenvatinib resistance (87)
severity (>1)
Increased likelihood and
WDR4 Up = nereas ‘ chood an Promote sorafenib resistance (84)
severity (>1)

HCC, hepatocellular carcinoma; REF, references; AUC, area under receiver operating characteristic curve; HR; hazard ratio of overall survival; TCGA, the cancer genome atlas.
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M6A Change Change Molecular Mechanism Function
regulator (regulator) (target)
Writer
METTL3 Up circ-CCT3 Up circ-CCT3/miR-378a-3p/FLT1 Promotes HCC cell proliferation, (8)
invasion, and migration
Up circ-ARL3 Up circ-ARL3/miR-1305 ceRNA Promotes HCC progression (28)
Up IncRNA Up IncRNA GBAP1/miR-22-3p/ Promotes the migration, invasion (29)
GBAP1 BMPRIA/SMAD and proliferation of HCC cells
Up LINC00958 Up LINC00958/miR-3619-5p/HDGF Promotes the proliferation, migration | (30)
and invasion of HCC
Up Lnc-CTHCC Up Inc-CTHCC/hnRNPK/YAP1 Promotes the growth and metastasis (31)
of HCC
Up LncRNA Up c-Myc/cyclins Promotes the proliferation of (32)
MAAS HCC cells
Up PTEN Up HBV/METTL3/PTEN/IRF-3; PTEN/ Affects innate immunity and the (33)
PI3K/AKT development of HCC
Up ASPM Up Up-regulated ASPM expression Promotes the proliferation, migration | (34)
and invasion of HCC
Up EGFR = EGFR-pak2-erk5 Promotes drug resistance in (35)
HCC cells
Up MTF1 Up Up-regulated MTF1 expression Promotes tumor growth and (36)
migration of liver cancer
Up = UBCY9/SUMOylated METTL3/Snail Promotes the growth and metastasis 37)
of HCC cells
METTL14 Down circSTX6 Up circSTX6/HNRNPD/ATF3 Accelerates HCC proliferation and (38)
tumorigenicity and strengthens
tumor metastasis
Down USP48 Down USP48/SIRT6 Stimulates HCC exacerbation (39)
Down HNF3y Down HNF3y/OATP1B1/OATPIB3 ‘Weakens the sorafenib response and (40)
promotes HCC progression
Down EGFR Up EGFR/PI3K/AKT Promotes the migration, invasion, (41)
and EMT of HCC cells
METTL3/14 Down ACLY; SCD1 Up FA synthesis and lipid production Leads to decreased HCC cell death (42)
and cell survival
WTAP Up ETS1 Up WTAP/ETS1-p21/p27 Promotes the proliferative ability and | (43)
tumor growth of HCC cells
Up LKBI Down WTAP/LKB1/AMPK Resists autophagy and promotes (44)
cell proliferation
Up IncRNA Down IncRNA AC115619/WTAP Promotes HCC progression (45)
AC115619
KIAA1429 Up = = E-Ca/slug/snail Promotes invasion, migration, and (46)
EMT of HCC
Up GATA3 Down KIAA1429/GATA3 Promotes tumor growth (47)
and metastasis
Eraser
ALKBH5 Down LYPD1 Up ALKBH5/LYPD1 Stimulates HCC exacerbation (48)
Down LINC02551 Up The ALKBH5/Inc C02551/DDX24 axis Promotes HCC growth (49)
and metastasis
Up MAP3K8 Up ALKBH5/MAP3K8; ERK/JNK/IL-8 Promote HCC cell proliferation (50)
and metastasis
Up HBX Up HBX/wdr5/h3k4me3 Inhibits the growth and migration of | (51)
HBV-driven tumor cells
FTO Up GLUT1 Up FTO-itl/FTO/c-Myc Promotes HCC progression (52)
and PKM2
Down GNAO1 Down SIRT1/FTO/GNAO1 Enhances HCC proliferation and in (53)
vitro invasion
RALYL Up TGF-B2 Up PI3K/AKT; STAT3 pathways Promotes HCC tumorigenicity, self- (54)
renewal, chemoresistance,
and metastasis
ZC3H13 Down m6A Down miR-362-3p/miR-425-5p-ZC3H13 Correlates with poor prognosis and (55)
modifications poor outcome in HCC
Reader
IGF2BP1 Up circMDK Up miR-346/874-3p-ATG16L1; PI3K/ Promotes cancer cell proliferation, (56)
AKT/mTOR migration and invasion
Up circMAP3K4 Up circMAP3K4-455aa/AIF Prevents cisplatin-induced apoptosis (57)
of HCC cells
Up IncRNA Up MIR44352HG/NOP58 Enhances the stem cell properties of (58)
MIR4435-2HG HCC cells and promote
tumorigenesis in vitro and in vivo
Up MGAT5 Up Stability of MGAT5 mRNA Promotes CSC liver phenotype and (59)
tumor metastasis
YTHDF1 Up ATG2A Up HIF-10/YTHDF1/ATG2A/ATG14 Promotes hypoxia-induced (60)
and ATG14 autophagy of HCC and autophagy-
related malignancies
YTHDF2 Up OCT4 Up m6A methylation of OCT4 mRNA Promotes CSC liver phenotype and (61)
tumor metastasis
YTHDF3 Up circ_KIAA1429 Up TYHDF3/Zeb1/KIAA1429 Facilitates the migration, invasion, (62)
and EMT process of HCC
Up EGFR Up YTHDF3/m6A-EGFR/STAT3 and Promotes the proliferation, invasion (63)
EMT axis and migration of HCC cells
Up PFKL Up YTHDF3/m6A- PFKL Promotes proliferation, migration (64)
and invasion of HCC cells
LRPPRC Up PD-L1 Up Up-regulated PD-L1 expression Promotes tumor growth, improve (65)

HCC, hepatocellular carcinoma; REF, reference

; EMT, epithelial-mesenchymal transition; CSC, cancer stem cell.

tumor immunity and
immune infiltration
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Category Regulator Change Target Change Molecular Functions

(regulator) (target) Mechanism
m5C
Writer USUN2 Up LncRNA Up USUN2/ Promotes the proliferation, migration and invasion of 77)
HI19 HI9RBA/G3BP1 HCC cells
USUN2 Up GRB2 Up Ras and p- Promotes HCC progression and resistance to sorafenib (78)
Erk pathways
NOP2 Down XPD Down NOP2/XPD Promotes the proliferation, migration, and invasion of (79)
HCC cells
Reader ALYREF Up EGFR Up STAT3 Promotes the progress of liver hepatocellular carcinoma (80)
signaling pathway
milA
Writer TRMT6/ Up tRNA Up Increases Triggers cholesterol synthesis, activates Hedgehog (81)
TRMT61A PPARS translation | signaling, and drives self-renewal and tumorigenesis of
hepatic CSC
Eraser ALKBH3 Up = = p21/p27-mediated  Promotes HCC tumor cell proliferation and (82)
cell-cycle arrest tumor formation
Reader YTHDF1 Up - - = Regulates immune cell infiltration in HCC tissues (83)
YTHDF2
YTHDF3
m7G
Writer WDR4 Up CCNB1 Up MYC/WDR4/ Promotes the proliferation, metastasis, and sorafenib (84)
CCNBL; PI3K/ resistance of HCC
AKT; P53
WDR4 Up TRIM28 Up TRIM28/Target Increases cell-acquired stemness and lenvatinib resistance | (85)
genes

(IRF2, OCT4...)

METTLL Up RNA Up m7G dependent Promotes hepatocarcinogenesis (86)
translation control
METTL1/ Up tRNA Up EGFR pathway Induces lenvatinib resistance in HCC cells (87)
‘WDR4
METTL1/ Up tRNA Up SLUG/SNAIL Promotes the recurrence and metastasis of HCC (88)
‘WDR4 after IRFA

HCC, hepatocellular carcinoma; REF, references; CSC, cancer stem cell.
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