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Supplementary Figure legends 

Supplementary Fig 1. Related to Figure 1. (A and B) HepG2 cells treated with siRNAs of METTL3 and 

14 were transfected with pHBV 1.3-mer 5′-MT or 3′-MT. After 72 h, cells were harvested to assess the 

expression level of p-IRF-3 levels. Each right panel shows that p-IRF-3 protein levels relative to the IRF-3 

from three independent experiments were quantified using ImageJ. (C - D) The HBV pgRNA levels, in Fig 

1B and D, were quantified by qRT-PCR. (E - J) The METTL3 or METTL14 expression levels, in Fig 1E, 

S1 Fig A and B, were quantified using ImageJ. In (A - H), the error bars are the standard deviations of three 

independent experiments. P values were calculated using an unpaired t-test. *P < 0.05; **P < 0.01; 

***P < 0.001; n.s., not significant by unpaired Student’s t-test. 

Supplementary Fig 2. Related to Figure 2. (A - C) Huh7 cells treated with siMETTL3 and 14 were 

transfected with HCV GND A8766C RNA for 16 h. IFN-β mRNA levels relative to input HCV RNA (B) 

were quantified by qRT-PCR (A). The indicated proteins were analyzed by immunoblotting (C). n.s, not 

significant by unpaired Student’s t-test. (D - F) The depleted m6A methyltransferases Huh7 cells were 

transfected with HCV GND A331C RNA. After 16 h, cells were harvested to analyze IFN-β mRNA (D) 

and p-IRF-3 (F) levels. (G - L) The METTL3 or METTL14 expression levels, in Fig 2C, S2 Fig C, and F, 

were quantified using ImageJ. The data for this figure are from three independent experiments and the bars 

represent the mean ± SD. P values were calculated using an unpaired t-test. *P < 0.05; **P < 0.01; 

***P < 0.001; n.s., not significant by unpaired Student’s t-test. 

Supplementary Fig 3. Related to Figures 1 and 2. (A) HepG2 cells depleted METTL3/14 were treated 

with poly(I:C) for 16 h. Cells were harvested to assess IFN-β mRNA (in the left panel) or p-IRF-3 (in the 

right panel) levels. n.s., not significant by unpaired Student’s t-test.  

Supplementary Fig 4. Related to Figure 3. (A) The input HCV genome levels were calculated for 



3 

 

normalizing IFN-β mRNA in Fig 3B. (B) The input HBV pgRNA levels were quantified for calculating 

enriched HBV pgRNA levels in Fig 3D. (C) The transfected HCV genome levels were quantified for 

normalizing enriched HCV genome in Fig 3E. In this figure, error bars represent the standard deviations of 

three independent experiments. 

Supplementary Fig 5. Related to Figure 4. (A - H) The p-IRF-3 expression levels, in Fig 4A to H, relative 

to IRF-3 were quantified using ImageJ. (I - L) The HCV genome copy numbers were calculated for 

normalizing IFN-β mRNA in Fig 4C to D. In this figure, error bars represent the standard deviations of 

three independent experiments. P values were calculated using an unpaired t-test. *P < 0.05; **P < 

0.01; ***P < 0.001; n.s., not significant by unpaired Student’s t-test.    

Supplementary Fig 6. Related to Figures 4 and 5. (A and B) RNA immunoprecipitation (IP) from FLAG-

YTHDF1, -YTHDF2 and -YTHDF3 transfected with HBV 1.3-mer or HBV 1.3-mer 5′-MT expression cells 

using an anti-FLAG antibody. Enriched HBV pgRNA levels were quantified by qRT-PCR as fold 

enrichment relative to control. The enriched HBV pgRNA levels were normalized by input HBV pgRNA 

levels (B). CREBBP and HPRT1 serve as positive and negative controls, respectively. (B and C) Enrichment 

of HCV genome following immunoprecipitation of FLAG-YTHDFs from extracts of Huh7 cells after 48 h 

transfection. Enriched HCV genome was quantified by qRT-PCR as fold enrichment relative to control. 

FLAG-tagged RIG-I levels in input and IP were assessed by immunoblotting (in the right panel). The 

transfected HCV GND RNA levels were quantified by qRT-PCR (C). Data here are presented from three 

independent experiments and the bars represent mean ± SD. P values were calculated using an unpaired 

t-test. *P < 0.05; **P < 0.01; ***P < 0.001 

Supplementary Fig 7. Related to Fig 5. (A) The input HBV pgRNA levels were quantified for normalizing 

enrichment HBV pgRNA in Fig 5A. (B) The transfected HCV genome copy numbers were analyzed for 

calculating enriched HCV genomes in Fig 5B. The error bars represent the standard deviations of three 
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independent experiments. (C and D) The YTHDF2 expression levels, in Fig 5A and B, were quantified 

using ImageJ.  
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Supplementary Fig 3. Related to Figures 1 and 2.
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Supplementary Fig 4. Related to Figure 3.

A

siRIG-I: +Ctrl +Ctrl

WT WT

A8
76

6C

A8
76

6CJFH-1 GND:

Input HCV RNA
H

C
V 

ge
no

m
e/

G
AP

D
H

 
(c

op
y 

nm
be

r/µ
g 

to
ta

l R
N

A)

107

108

109

1010

B

HBV 1.3-mer:
WTWT

FLAG-RIG-I: - + ++
0

50

100

150

H
BV

 p
gR

N
A/

G
AP

D
H

(%
 o

f W
T-

tra
ns

fe
ct

ed
 c

on
tro

l)

5'-
MT

3'-
MT

Input HBV pgRNA C Input HCV RNA

A3
31

C

A8
76

6C

FLAG-
RIG-I:
JFH-1
GND:

- + + +
WTWT

107

108

109

1010

H
C

V 
ge

no
m

e/
G

AP
D

H
 

(c
op

y 
nm

be
r/µ

g 
to

ta
l R

N
A)



Supplementary Fig 5. Related to Figure 4.
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Supplementary Fig 7. Related to Fig 5.
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