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METTL3 j# it IGF2BP2 k#1472 5 m6A 21z HBV & Hlay#lH

& B kar gy R,k ¥L,E oM, ETA 637100 PO 1| FE 7, )11 b B2 2 B - KLl I 2 15 5 2 2
B!, B B2 B AR

(HE] HNY BMEESEHAKFE T 2 mRNA 454 % 1 2 (insulin like growth factor 2 mRNA
binding protein 2, IGF2BP2) W Bl Ff 3L 55 L B 3 ( methytransferase like 3, METTL3) i i N6-H 3L g 4
(N6-methyladenosine ,m6A ) & 14 HBV il 04 FHLHl. Jiik LA HBV FuE Bl R HepG2. 2. 15
LHGEA ML HepG2 R | B 13 2% 28 43 Afr mOA &4 7K F-, RT-qPCR il Western blot £ ill] METTL3
IGF2BP2 Fik, HWM5 B2 M Ay LT yE 43 A METTL3 5 m6A [ 32 8 1 M A BAE . ¥ METTL3
JFiki . METTL3 siRNA il (%) IGF2BP2 siRNA #% Yt & HepG2. 2. 15 4 ifd, 4> #]ic & OE-METTL3 .
si-METTL3 si-IGF2BP2 . OE-METTL3 +si-IGF2BP2 | si-METTL3 +si-IGF2BP2 | Control 41; qPCR # il HBV
DNA .HBV rcDNA .HBV cccDNA ¥2 D1 % ,RT-qPCR 1Y, Western blot ] HBV pgRNA METTL3 . IGF2BP2
ik, G5 5 HepG2 4HfiAH b, 7E HepG2. 2. 15 4 i+ m6A &' 42 , METTL3 | IGF2BP2 33k /KTt
1 (P<0.05), 5 Control AAHL,7E OE-METTL3 2 m6A &1 & S 1455 , IGF2BP2 2235 /K ¥ T (P<
0.05) , HBV % il # 3¢ 45 % ( HBV DNA . HBV rcDNA HBV cccDNA . HBV pgRNA) F+ & (P <0. 01) ; 7
si-METTL3 20 A S o A= W5 8. 24 o3 B S e 3% 3L U0 3E 8. /8 METTL3 5 IGF2BP2 h HAE&EH. 5
Control ZHAH L, 7E si-IGF2BP2 411 m6A &4 & A28 55 , METTL3 ik K F-REAIL (P<0. 01) ,HBV & il 4
KFGHRREAL (P<0.01) . #F OE-METTL3 +si-IGF2BP2 41}, HBV 4 i 4 335 4745 OE-METTL3 4 4%
(P<0.001) . 7E si-METTL3+si-IGF2BP2 41+, HBV 4 il =45 b1 4 si-METTL3 41 . si-IGF2BP2 4[4 A%
(P<0.05), &5 METTL3 X #i IGF2BP2 & 45 m6A i i #8858 HBV reDNA 4k )y cceDNA , 3t i 6 38
PERNA 3 53 2 il 8%

(XA ] WILBRERE 3; S RAEAE KA1 2 mRNA 245G 8 1 2;N6-HUELIRH s LB F 8 5
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METTL3 participates in m6A modification to regulate HBV replication through an

IGF2BP2-dependent manner
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[ Abstract | Objective To investigate the molecular mechanism by which methytransferase like3
(METTL3) cooperates with insulin like growth factor 2 mRNA binding protein 2 (IGF2BP2) to regulate HBV
replication through N6-methyladenosine ( m6A ) modifications. Methods HBV stably replicating cell line
HepG2. 2. 15 and its source cells HepG2 were used as models. Spot hybridization was used to analyze m6A
modification level, and RT-qPCR and Western blotting were utilized to detect the expression of METTL3 and
IGF2BP2 at mRNA and protein levels. Bioinformatics analysis and co-immunoprecipitation assay were applied
to analyze METTL3 and m6A reading proteins and their interactions. After METTL3 plasmid, METTL3 siRNA
and/or IGF2BP2 siRNA were transfected into HepG2. 2. 15 cells, respectively, the cells were assigned into
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OE-METTL3 group, si-METTL3 group, si-IGF2BP2 group, OE-METTL3 +si-IGF2BP2 group, si-METTL3+
si-IGF2BP2 group, and the cells untreated were subjected as control group. Copy numbers of HBV DNA,
HBV rcDNA, and HBV cccDNA were detected by qPCR, and the expression of HBV pgRNA , METTL3, and
IGF2BP2 were measured with RT-qPCR or Western blotting. Results Compared with HepG2 cells, m6A
modification was enriched, and the expression levels of METTL3 and IGF2BP2 were elevated in HepG2. 2. 15
cells (P<0.05). Compared with the control group, m6A modification enrichment was enhanced and 1GF2BP2
expression level was elevated in the OE-METTL3 group (P<0.05), and HBV replication-related indexes
(HBV DNA, HBV rcDNA, HBV cccDNA, and HBV pgRNA) were increased ( P<0.01); and opposite
phenomena were observed in the si-METTL3 group. Bioinformatics analysis and co-immunoprecipitation assay
showed that METTL3 and IGF2BP2 were interacting proteins.
modification enrichment was attenuated and METTL3 expression level was reduced ( P<0.01), and HBV
replication-related indexes were decreased in the si-IGF2BP2 group (P <0. 01 ). In the OE-METTL3 +
si-IGF2BP2 group, HBV replication-related indexes were reduced when compared with the OE-METTL3 group
(P<0.01). In the si-METTL3 +si-IGF2BP2 group, HBV replication-related indexes were reduced when

Compared with the control group, m6A

compared with the si-METTL3 group and si-IGF2BP2 group ( P<0.05). Conclusion

METTL3 enriches

m6A by depending on IGF2BP2 ,replicates the virus by enhancing the conversion of HBV rcDNA to cccDNA,

and in turn enhances pgRNA reverse transcription.
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LI BT 48 9% 5 (hepatitis B virus, HBV ) & —Fji g
JH/IVM R DNA 8, HAEE R 2 & i 3.2 kb AR 5t 2R
IR DNA (relaxed circular DNA ,reDNA) 2H . TERREE
il i R e AE AR — B I B S ER R DNA
(covalently closed circular DNA ,cceDNA) ,/F-/ HBV ¥
B SR S T I RS A 1 AR B, 5P AL A4 I U 2
gelt . B Ah, w3 4l RNA ( pregenomic RNA,
PgRNA) SCAT D2H 2% A, 35 U S B J reDNA E15 it A\
A% AN IE cceDNA ML, FEUR RS . ZRIAF
FBHE RN HBV XELIE B, 78 H R LE T HBV &2 il
PAE B AR BRI E A E ] T

N6-F %t I 1 ( N6-methyladenosine , m6A ) & 1ffi /&
RNA Hrlit it No £z 8 i F Ak, 2 3R W ast % 1B i vh i
SRR R B R DLR RNA &
Wiz —" . m6A AT H A K A R E A
FBE AR L A 2 5 e B LM Th g™ . W R R
i #f: 3 (methytransferase like 3, METTL3) /B AEH
FES 5 m6A WYL, TER R kit B
S P R SR . TS A K T 2 mRNA £
4 % M (insulin like growth factor 2 mRNA binding
protein, IGF2BPs ) fJ $§ IGF2BP1., IGF2BP2 A
IGF2BP3, £ %2 5 m6A IIRERY &%, ilid GGC Jk)fy
5 m6A M L5 Ay LBk RNA fRE ™™, fol

W9 % B0 HBV %% S AHE epsilon X3 i 4£31 DRACH
FLFE P ETE mo6A &1, 3G m6A 7 57 85f 37 epsilon 25
B RN [E A7 S TS HBY B AR arizt ™, [6 i
m6A Al i T ifE £ RNA (=) iFE mRNA HiZA
A7 HBV 553 &2 il , 3035 38 1 el A 2 5505 55 02 B A ¢
R Bk RNA 9 26 3% & # 1a] 3 98 35 7R Y . IMAM
BRSO YTH N6-FI KL RNA Z5 5 & H 2
( YTH N6-methyladenosine RNA binding protein 2,
YTHDF2) 5 HBV RNA 254, i [m] 4% HBV pgRNA 1)
Pk 0 HBV & il DhRE L, YTHDF2 §#15 m6A (&
Vi 1 RNA 9 %% e e g ' ) T IGF2BPs 1 5
YTHDF2 £ FIAIA], B m6A i 4 7 A 3 RNA 1
N B A BESE R B METTL3 3 %% HBV &
HW, S A al METTL3 ShfEH i T IGF2BP2, &)t
1) PP A B S AR P R 3 27) IX B, B35 1 RINA s
SR IGF2BP2 4] 5 METTL3 th4/E 38 1 m6A 141 14
% HBV & 4| AT NS

ST, AR E m6A B A [ METTL3 57
PR [ IGF2BP2 X HBV 42 i i 5 S FA AL,
AAREH HBV &2 il BLH] 25 5 JAil

1 #MRERE

I A
NI Ak HepG2 4N HBV A2 e 52 i 240 7

1.1
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HepG2. 2. 15 JIF-9 40 Md 2108 B 1 1 FEAH B AR 90 28 W) 5
METTL3 ffii /2 siRNA IGF2BP2 siRNA fy /M 8ifdi
Al A G 51 B T A BRA B A A RNA 3
B0 £ W H 22 [E Thermo Fisher 23 7] ; RT-qPCR £
DU G B AU B R A w5 TS ARSI I Sy 4t
UUTE IR & (Protein A+G BEERIL) W B _FIFHE A RA
Al 3t m6A .GAPDH METTL3 IGF2BP2 {4l [ i
HBIEREAE W ] 5 O b 8 Ak P Bl s 10 7 LU SR T
PLhtiA W 3 2 [F ABclonal 23 F] 5 34 41 21/ 4 ffg F& [
2 DNA $2HGAR & B A R ERHEA BRA ] .
1.2 7k

1.2.1  Zuff s Koo 4l FHE 10% Jig 4 1l 3%
1%7 FE 8 2= 1) DMEM Bi 3R 564E 37 °C 5% CO, 4l
B s g2, DL 5x10° A/ FLIER T 6 FLAR, 41t
AR B 60% ~ 80% K, % METTL3 it ki, METTL3
siRNA F1( %) IGF2BP2 siRNA #4445 HepG2. 2. 15 4
Jfiks 3 24 ~ 48 h, 435150 OE-METTL3 . si-METTL3
si-IGF2BP2 | OE-METTL3 + si-IGF2BP2 | si-METTL3 +
si-IGF2BP2 Control 2H .

1.2.2 BEfSZescknill  PEECHN IR RNA BRJE R
FE 2% 200,100,50 ng/pl,95 C &)@ M S min ff
RNA A5 G E T UK FRH. 8 2 L RNA R 2
NC fI5E, SEAMT RS 2 b J5 ] 5% RS W34 =2 I £ 14
1 h, IIA—$H; m6A(1:1 000) 4 CHFE 227, TBST ¥
ISR =P (1:5 000) Z HEFEF 1 h, TBST ¥k
[EIELEEL RS

1.2.3 HBV DNA 325U HBV cccDNA 5385 IS
Hie BRSPSy ANAFE R 41 DNA $REGAF] & v i 45 2
SREZHUANMLE DNA BRG] cceDNA #7568 PCRY |
1.2.4 gPCR fl RT-qPCR £ ill] P2 W40 g
RNA |, #2 BE 3 6 53 320500 60 16 B 5 il 4 <DNA, 2R J5 LA
cDNA AR #4T PCR 43, i A S HBV BURLIY)
10 575 B R AIAR HE#EAT 28 8 7 PCR 473, I /E AR
HEIZE o 8 PR S5 R HBY reDNA'™ 32 1R
FruE ph £ 1% HBV DNA _HBV reDNA .HBV cccDNA 4
%t ¥ U1 s HBV reDNA %5 4k 3. HBV cccDNA/HBV
reDNAX100% ; LA B-actin SR P2, % 1 274 -8 )
Fikiw, 5l1YFHNANT : METTL3 |3 5'-TTGTCTCC-
AACCTTCCGTAGT-3", R ¥ 5'-CCAGATCAGAGAGGT-
GGTGTAG-3'; IGF2BP2 ¢ 5'-AGCTAAGCGGGCAT-
CAGTTTG-3', F iii 5'-CCGCAGCGGGAAATCAATCT-3';
HBV DNA It 5'-ACCGACCTTGAGGCATACTT-3' | F i
5'-GCCTACAGCCTCCTAGTACA-3"; HBV reDNA I i
5'-TTTCACCTCTGCCTAATCATCTCT-3, F jif 5'-CTTT-
ATAAGGGTCGATGCCATGC-3"; HBV cccDNA I it 5'-

GCCTATTGATTGATTGGAAAGTATG-3', T i 5'-AGC-
TGAGGCGGTATCTA-3'; HBV pgRNA L3 5'-CCTGCA-
CCACCAACTGCTTA-3", Fiif 5'-CATGAGTCCTTCCAC-
GATACCA-3'; B-actin I ji# 5'-CTCCATCCTGGCCTC-
GCTGT-3'; T 5'-GCTGTCACCTTCACCGTTCC-3
1.2.5  Appedbyidescs  7edii b Y METTL3
JiokL, 48 h 5 Wi 4R 40 i ) A5 2 AR . 20
(Protein A+G fEEE) Fil 2 wg —$Ht METTL3 | Normol
Rabit TgG Z i #H%% 4 h, FEITA 500 pg & HIR 5K
4 CHEFI . WETIBR T 8, 37 13 A & 50 14
Lysis Buffer JE 3% #3k 3 I, A 50 pL SDS-PAGE |+
FEGEMRIR, 95 C N 10 min PR, 70 B WEBR 5 X b3
EE i
1.2.6  Western blot %5 il PN i 5 & H |, SDS-
PAGE Jy 825 [ 9 46 B & PVDF 52, SR 5 43 5 A —
$t METTL3(1:2 000) ,IGF2BP2(1:1 000) , GAPDH
(1:5000)4 CHEHE &, TBST VeI 5 FHINA L 4T
HBPL(1:5000 ) Z=iRIFE 1 h, BJEEOCRE . R
Image J XJ &5 R 11k
1.2.7 {5 B2 or b HH-E A E AR
STRING ##5 £ ( https ://cn. string-db. org/) S b
Br METTL3 5 m6A [ 328 2 (8] A BAE
1.3 %t o

{#i Ff] Graph-Pad Prism 8. 0. 2 #4347 8 ¥s 4 it
BACE o BAREERRA] 225 Ron o 2 A 2E R 1
BER AT A ¢ K3y, 22 2 (8] Ll 35 R T80 DR 38 22
3T 2HIE P AR T B/ N B 35 PR 22 57 ¢ K P <
0.05 FrR 257 A g 30,

2 H#R
2.1 m6A 1545/ HBV #5% 5 ) 4m i & HepG2. 2. 15
min T g &

5 HepG2 ZHHIAH kL, m6A {E1fi7E HepG2. 2. 15 4H
Jid 4 5 7 HepG2 21 A1 HepG2. 2. 15 41 ffd op 43531
il METTL3 1 IGF2BP2, 2 5 i 7% 75 HepG2. 2. 15
YffL s METTL3 . IGF2BP2 mRNA 33k /K -4 HepG2
YA B FF B (3. 1620. 18) . (2.43+0. 17) f5 ( P<
0.001) ; B FAEKAK LT E (1. 36+0.05) (2. 10+
0.01)f%(P<0.05) . X/~ moA &ifi 5 HBV & il
% ,METTL3 . IGF2BP2 f[fig£ 5 T HBV (& .
2.2 METTL3 i it m6A #4454 HBV 4 %)

5 Control 440 L, #F OE-METTL3 24 METTL3
mRNA /KT8 T (367. 0£13. 04) £ ( P<0. 001, [&]
1A) ; m6A & 4 & S 15 98 (18 1B); HBV DNA ., HBV
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reDNA HBV cccDNA 2 D150y 3 m (1. 23+0. 09) x
10° (5.70+0. 87) x10* , (4. 16+0. 50) x10* $ Il ( P<
0.01,[8 1C) s HBV pgRNA F35/KF-Thi (1.7920. 13)
f#(P<0.01,[& 1D) ; HBV reDNA %4t 2% 0. 30% 55
%0.58%, T} 1. 93 %,

5 Control 4H#H L, 7£ si-METTL3 #H v METTL3
mRNA kKL T 70% (& 1E, P<0. 001) ; m6A
&ihi e 40 55 (& 1F) ; HBV DNA . HBV rcDNA . HBV
cccDNA % U1 E 45 B B A% (0. 78 £0. 05) x10° (2. 41+
0.24)x10* (4. 18+0.30) x 10> $ Il (P<0. 001, &
1G) ;HBV pgRNA 3235 7KK (2. 10£0.60) £ (P<

i 500
K
400~ 400 ng 200 ng 100 ng
*% 300 Q:Ej
Z c =
= 200 = . 3
«a =
=

E 100 E
= o s B

&
i 19
X
" 400 ng 200 ng 100 ng
=
< eoee .
s g .
9 0.54 5 . i
3 2 —
= = F

D W E
> >
S N
(P‘\ Q&

0.01, & IH); HBV reDNA %4k % 1 0.95% F [k &
0.36% , &A% 2. 63 1.
2.3 METTL3 4 #: IGF2BP2 if4s HBV £ 4
2.3.1 METTL3 5 IGF2B2 #HEAER @ EH-
HEEMAEAEH M 5~ , METTL3 1] L5 m6A [ 5% 5
[ IGF2BP1 F1 IGF2BP2 A H AE ], A~ 5 IGF2BP3 #f
HAEF(E 2A)

FESG YL METTL3 JGUf7f HepG2. 2. 15 Zi g, )
F METTL3 $¢ S PEHU AR T 0% 000 ve , 1P 4145 R 8
7% METTL3 5 IGF2BP2 7% [ %% [7) i I 3E F 3k, W
METTL3 7] P4 5 IGF2BP2 A1 5 /E R ( & 2B) .

300000 a CControl £ » 25
] 4 ]
200 000 M OE-METTL3 4 4 20 b
b *®
4=
100 000 =15
=
- g 1.04 —/—
1500 2
i a £ 0.5
750 3
0 0 T
HBVDNA HBVreDNA HBVeeeDNA C B B D
S o
& <
¢ s\@
¥
300000 [ Control #H . 159
34
200 000 W si-METTL3 20 ;’3
a = 1.0
100 000 — . =
- I =
=
% 0.5+
1500 j b
750 2
a
0- 0-
HBVDNA HBVrcDNA HBVcceDNA G L&' ‘%y H
& &
< &
S

a:P<0.001,b:P<0.01,%5 Control 28 }b%x
A E:RT-qPCR #&% METTL3 % ik /K-F;B F: 58 % £ 54 m6A K -F;C.G:qPCR & HBV £ 4|48 X 45 4%;
D H:RT-qPCR 4 HBV pgRNA % ik K F

IGF2BP3

B 1 METTL3 i#EiZ mo6A 1&if{Ei# HBV 4
IP: Anti-METTL3
/\lGFZBPl Input IgG  METTL3
{. ﬂ\ . Anti-METTL3(70x10%)—> - —
IGF2BP2 s
- Anti-IGF2BP2(67x10°) | e
METTL3
=

GAPDH(37x10°)—

A EMBEEEIN REECEEATCHMENGN AREEALEATEOREARRE, BEEARTHAR,
ERECRELERTXARIE; B: LB LT LR

& 2 METTL3 5 IGF2BP2 #HE{EH
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2.3.2 T4k METTL3 8§ IGF2BP2 434 %} IGF2BP2 5§
METTL3 mRNA M4 8 52 5 Control ZHAH I,
7E OE-METTL3 #{ . si-METTL3 #{ #, IGF2BP2 mRNA
FR KT 4 Tt (1. 47+0. 08) f%  REAIK (1. 69+
0.10) f% (P<0. 01, & 3A) . 5 Control 414 [, 7
si-IGF2BP2 4 ', IGF2BP2 mRNA 3 ik /K F (&% T
65% (P<0.001,[& 3B) ; METTL3 mRNA 3 ik 7K - &A%
(2.9120. 10) f5( P<0.01, & 3B) ; m6A {54 B 4 Ik 55
(E3C). 5 Control 4 #H I, £ OE-METTL3 4 |
si-METTL3 4+, METTL3 & 4 7K 43 3 FF 25 (1. 63 +
0. 11) 4% F&% (1.50+0. 06) 1% ( P<0. 05, & 3D . F),
IGF2BP2 & [ 3k K430l i (1. 31+0. 17) % %
i (1.58+0. 10) £ ( P<0. 05, [€] 3D .F) ; 7£ si-IGF2BP2
41, IGF2BP2 . METTL3 Z& [ /K - 43 B [ A% (2. 01 +

0.09) .(1.49+0.09) % ( P<0.05, ¥ 3E .G)

2.3.3 IGF2BP2 ) METTTL3 {i£ #f HBV & i

5 Control 41 AH ., 7E si-IGF2BP2 41+ HBV DNA .HBV
reDNA \HBV cccDNA 2 U1 5553 5 B {i% (0. 42+0. 03) x
10° (1. 10+0.28) x10* . (1.94+0. 32) x10* ¥ Il ( P<
0.01,[8 4A ~C) ; HBV pgRNA 3235 K F-FEMK (1. 46+
0.02) £ (P<0. 001, [K] 4D) ; HBV rcDNA 4k % th
1.22% FREZ 0.92% , %45 1. 33 /%,

5 OE-METTL3 ZH#H I, 7E OE-METTL3 +si-IGF2BP2
¢llvh HBV DNA . HBV reDNA . HBV cccDNA ¥ U1 %053 3]
AR (1. 15+0.21) x10° (1. 66+0. 37) x10* (2. 58+
0.24)x10% 1 ( P<0. 001, [&] 4A ~ C) ; HBV pgRNA 3
KIKOEREAG 1. 95+0. 10 /% ( P<0. 001, [&] 4D) ; HBV
reDNA B4R i 1. 43% FR&E 1.30%, [ 1. 10 %,

— - 400 ng 200 ng 100 ng
20 13 [ Control 44
= | I i 1GF2BP2 4] =
{’;}é 1.5 4 e -
= # 1.0 =
= 1.0 E
= = -
= l) - SO
& Z 0.5 )
§ 0.5— :g a b g ,
N T 0
9 T
0- 0 C
W OL%} o A IGF2BP2 METTL3 B
& & & S
N ¥
G® K o
" & <
\&"\w (‘é @6 \@\\&V (;*3’
Sl A S8
METTL3(T0<10)—> | s — METTL3(70x10°)— '-
IGF2BP2(67x10°)— ". IGF2BP2(67x10")— . !
GAPDH(37x10°) | A — GAPDH(37x10") | M.
D E
3 .
[ Control 4H
W OE-METTL3 41 . 1.5 [ Control 41
it [ si-METTL3 41 M si-1GF2BP2 41
H 24 iz
#® # 1.0 b
2 b ®
z = ¢
hinj n b =
Ll 0 0.5
¢ B
0 0
METTL3 IGF2BP2 F IGF2BP2 METTL3 G

E{E|

EH

a:P<0.001,b:P<0.01,c:P<0.05,%5 Control 28 pt. 35
A B:RT-qPCR #l ;C. 52,5 4 K 5 #7;D .E; Western blot 42l ; F .G & 205 & & ik 57

3  F3#t METTL3(IGF2BP2) 5f IGF2BP2( METTL3) mRNA X & [ &0
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3x10° -

(3]

X

<
1

1x10°+ b

HBV DNA $£ D18

8x107 4
6x107 4
d

4x107 4

2x10% 5 &

HBYV cceDNA ¥ 1%t

2413 c

6x10°

4x10%5
d

2x10° b

HBV reDNA ¥ 1%

2.5

2.0+

HBYV pgRNA X} ik i
[=9

1 2 3 4 5 6
4151 D

1 Control #1;2.0E-METTL3 42;3.si-METTL3 41;4.si-IGF2BP2 415 OE-METTL3+si-IGF2BP2 %1 ;6. si-METTL3 +
si-IGF2BP2 #2;a; P<0. 001,b: P<0. 01, c; P<0. 05, 55 Control Z8 3t 45 ;d: P<0. 001, 5 OE-METTL3 %} 4 ;
e:P<0.001,f:P<0.01,g:P<0. 05,1 si-METTL3 £ /.45 ;h: P<0. 001 ,i:P<0. 01, % si-IGF2BP2 41 14k

A~C:qPCR #i] R F) 2818 HBV 5 %]48 % #5474 M 4 ;D . RT-qPCR 40 R ) 42 18] HBV pgRNA # ik K F

B 4 IGF2BP2 {81 METTL3 {&i# HBV £l

5 i-METTL3 4HAH e, 7F si-METTL3 +si-IGF2BP2 4
HBV DNA .HBV rcDNA . HBV cccDNA ¥ U1 5543 3 B A%
(0.4420.05)x10% (0. 68+0.07)x10* ,(1.13=0. 15) x
10° $£ 01 (P<0.05, [ 4A~C) ; HBV pgRNA [&A% (1. 6+
0.04) f#(P<0. 01,8 4D) ; HBV rcDNA 54k 1. 03%
TREZE 0.69% , 1545 1. 49 £%, 5 si-IGF2BP2 414 1,
1E si-METTL3+si-IGF2BP2 41+ HBV DNA .HBV rcDNA .
HBV cccDNA £ DK 4y B4 (0. 53 +0. 02) x 10° .
(1.09+0.05)x10* (1. 16+0.09) x10* £ Il ( P<0. 01,
[ 4A ~ C) ; HBV pgRNA &A% (1. 66+0. 03) f% (P <
0.01,[ 4D) ; HBV reDNA %4k % ] 0.92% T f¢ &
0.69% ,[5A% 1. 33 £%,

3 itig

18 M R 9 B R g KRBT #1097,
B 3L R AT AT REHF S A7 7E T 32 B 10 T2 b, e 30
i FHEE AR E" . AR FEM], HBV RNA 1Y
mOA BHiZ 5 T ki , 5808 MR FHr2:
PEA RIS DI, & mOA B4 HBV & 4Lk
AL HE MG BRI AL cceDNA 6 48 M O FR A3 1

T5 1 TR
3.1 m6A %45 HepG2.2. 15 tafe g &

ARBFFE K I m6A B TE HepG2. 2. 15 A rh &
#£ METTL3 1 IGF2BP2 £ ik 7n B B 7+ &, A
METTL3 J& m6A & 1fi & &2 e, 1 ¥ METTL3 &%
IGF2BP2 J5 mO6A &4 & i 55, DL B 45 R
METTL3 5 IGF2BP2 451 m6A &4finf g5 HBV &
i EESS
3.2 METTL3 i it m6A 1545423 HBV £ 4|

METTL3 /f:2h m6A I ELHE 7% ity (1) 32 Z2 4k 10 7 2,
OB 75 2 Pl 7 52 1 Pt SE 4 0 0 AR
FELE HepG2. 2. 15 #ififg it Rk s @ik METTL3, 45
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