A549 293T

STING

MAVS

Actin

293T MAVS-ko

D "z
v 6 0 & &

‘ - r” “:ﬁMAVS

‘.m”d GAPDH

f
200 1
c =~
2 % 150 -
ga'z
§ 2 1001
52
=
Z g 504
= &
. N N S
NN RS
§F ¥ Y P
&Y $
Ny ¥
i
<0.0001
0.0374
>0.9999
_1217 o= 0.0002
5 00002
>
K]
g
Z 0.8
>
Q
2
4 0.4
=
k]
[}
& 0.0
N MR O A
e?‘:b @Q \VQOQ’ x?,]/
&Y $
Ny N4

293T

200 1 3 control
§ < 0.0001 @3 ISD
2 150 { 0.0172 @ poly I:C
Z 0.0293
Z o258
€ 100 A
2
< 50
o 0.2459 0.8674 0.3665
0 T Y T
IFNB IFIT1 1ISG15
d
250,  0.0002 O con-1
b =
ﬁ 160 @8 con-1 poly I:.C
P4 1 &8 ko- .
Z 50+ 0.0101 ko-5 poly I.C
[
2 407 0.0012
5 2.0012
& 207 '
0 y T v
IFN B IFIT1 1ISG15
g
8017 600
= cc
5§ 60- 3
2 a § & 4004
5 2 40 ge
62 ol
o= 2T <4
0+ T T T T 0 T N -<2 T :K
N N RO A A ; L
& ¥ FE & R S F va(\,
S O S & S
Q N ] Q
i
0.0005
N v']/’\ < 157 09865 <0.0001
\af N x =
OQe é“’/ ‘2 \\f? \\f? “g. 09869
NSRS i\ e 1092
l--———-"‘vm x ‘I:_;ﬁ-
g 5
‘-- --—‘Actm % =5
=
10 10 07 04 07 rr O
NN RO A
D X &
Oe?’ \>$ N @0 ox?,]/
QO 2
< W



Fig. S6: The intact endogenous retrovirus inhibits virus infection in IFN pathway-
deficient somatic cells.

a, b, 293T cells were deficient in DNA sensing. The protein levels of STING and MAVS in
293T and A549 cells were analyzed by immunoblotting (a). The mRNA levels of IFNf, IFIT1
and ISG15 were tested by qRT-PCR in 293T cells after ISD (IFN-stimulatory DNA) or poly
I:C dsRNA transfection for 12 h (b). c, Generation of MAVS knockout cell lines by
CRISPR/Cas9. Single clones of MAVS-KO 293T cells were picked and validated by
immunoblotting. d, MAVS-KO-5 293T cells were deficient in RNA sensing. Cells were
transfected with poly I: C dsRNA for 12 h and the mRNA levels of IFNp, IFIT1 and ISG15
were analyzed by gRT-PCR. e-j, MAVS-ko-5 cells were transfected with plasmids containing
LINE-1, IAP or MusD for 36 h before infected with EMCV (moi = 1) for 24 h. For one of the
MusD overexpression group, cells were pretreated with 100 uM AZT for 6h before virus
infection. The expression level of LINE-1 (e), IAP (f) and MusD (g) were evaluated by gRT-
PCR with specific primers. The RNA level of EMCV (h) were measured by qRT-PCR and the
protein level of VP1 was analyzed by immunoblotting (i). The viral titer was examined by
plaque assay (j). Data in a, c, i are representative of three independent experiments. The graphs
represent means + SD from three (b, d) or four (e-h, j) independent replicates measured in
triplicate. Statistics were calculated by the two-tailed unpaired Student’s t-test (b, d) or one-

way ANOVA with Tukey’s post hoc tests (h, j).
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