
200 kb

FAS CH25H
LIPA

IFIT2

IFIT3
IFIT1B

IFIT1

IFIT5 SLC16A12

PANK1
MIR107

KIF20B

KRMP1

ΔNS1

IFNβ

RN
AP

II

Mock

Mock

IFNβ

eGFP

eGFP
NS1+Flavo

NS1

0

128

64

32
16

ΔNS1

IFNβ

Co
he

sin

Mock

ΔNS1

IFNβ

CT
CF

Mock

ΔNS1

IFNβ

H3
K2

7a
c Mock

CTCF motif

CTCF motif

ih
sk

b
(in

te
ra

ct
io

ns
 p

er
 h

un
dr

ed
 s

qu
ar

e 
kb

 p
er

 b
ill

io
n 

in
te

ra
ct

io
ns

)

0

128

64

32
16

ih
sk

b
(in

te
ra

ct
io

ns
 p

er
 h

un
dr

ed
 s

qu
ar

e 
kb

 p
er

 b
ill

io
n 

in
te

ra
ct

io
ns

)

0

128

64

32
16

ih
sk

b
(in

te
ra

ct
io

ns
 p

er
 h

un
dr

ed
 s

qu
ar

e 
kb

 p
er

 b
ill

io
n 

in
te

ra
ct

io
ns

)

Mock

ΔNS1

A

G

F H J

K

CB

D E

chr10:90,750,000-91,550,000
MDM +IAV
IFIT locus

Figure S3

Mock 6hpi

IAV 6hpi

Mock 6hpi

IAV 6hpi

Mock 6hpi

IAV 6hpi

Mock 6hpi

IAV 6hpi

chr10:90,750,000-91,550,000
MDM +IAV
IFIT locus

200 kb

Donor 1 Donor 2

Donor 3 Donor 4

chr6:137,900,000-138,700,000
THP-1 +PAM, Flavopiridol
TNFAIP3 locus

200 kb

TNFAIP3
PERP
KIAA1244

PBOV1

NS1
NS1
+Flavo

RN
AP

II

eGFP

NS1
NS1
+Flavo

NS1
+Flavo

eGFP

NS1

eGFP

Co
he

sin
CT

CF

Read-through

C
or

re
la

tio
n 

be
tw

ee
n 

Δ
C

oh
es

in
 v

s.
 

Δ
R

N
AP

II 
at

 C
TC

F 
si

te
s 

(IF
N

β 
or

 
PA

M
 c

om
pa

rin
g 

N
S1

 v
s.

 e
G

FP
)

Maximum RNAPII FPKM

-0.6

-0.5

-0.4

-0.3

-0.2

-0.1

0

0 5 10 15 20

IFNβ
PAM

-0.9
-0.8
-0.7
-0.6
-0.5
-0.4
-0.3
-0.2
-0.1

0-40kb -20kb 0kb
Distance from TSS

20kb 40kb+

C
or

re
la

tio
n 

be
tw

ee
n 

Δ
co

he
si

n 
vs

. 
Δ

R
N

AP
II 

at
 C

TC
F 

(M
oc

k 
Vs

. I
AV

)

0

128

64

32
16

ih
sk

b
(in

te
ra

ct
io

ns
 p

er
 h

un
dr

ed
 s

qu
ar

e 
kb

 p
er

 b
ill

io
n 

in
te

ra
ct

io
ns

)

100 kb

BACE2
PLAC4 FAM3B

MX2
MX1

TMPRSS2

RN
AP

II
Co

he
sin

CT
CF

CTCF motif

IAV

ΔNS1H3
K2

7a
c

Mock

IAV

ΔNS1

Mock

IAV

ΔNS1

Mock

IAV

ΔNS1

Mock

chr21:42,550,000-42,950,000
MDM +IAV, IAV-ΔNS1
MX1/MX2 locus

IFNβ

IFNβ

IFNβ

IFNβ

-3.1

-3

-2.9

-2.8

-2.7

-2.6

-2.5

-100kb -50kb 0 50kb 100kb

1st quartile (99%, 13%)

Ranked RAD21 Peaks: 
(CTCF, RNAPII overlap%):

2nd quartile (96%, 16%)
3rd quartile (67%, 29%)
4th quartile (24%, 47%)

Distance from Rad21/cohesin PeakDi
sta

nc
e 

to
 L

oc
al 

log
2 I

nt
er

ac
tio

n 
Ra

tio
 (D

LR
)

-0.20
-0.15
-0.10
-0.05

0
0.05
0.10
0.15
0.20
0.25

Weakened loops (n=183)

3’ anchor5’ anchor

Strengthened loops (n=118)
Random loops (n=200)

-3%
-2%
-1%
0%
1%
2%
3%
4%
5%

-1Mb -500kb 0% 100%
Distance from meta-loop

+500kb +1Mb

ΔI
CF

ΔD
LR

-0.8
-0.7
-0.6
-0.5
-0.4

C
or

re
la

tio
n 

be
tw

ee
n 

Δ
co

he
si

n 
vs

. 
Δ

R
N

AP
II 

at
 C

TC
F 

si
te

s 
(IA

V 
vs

. M
oc

k)

-0.3
-0.2
-0.1

00 5 10
Maximum RNAPII FPKM

15 20
I

−1.0

−0.5

0.0

0.5

1.0

−2

−1

0
Lo

g2
 F

ol
d 

C
ha

ng
e 

N
S1

 v
s.

 e
G

FP

2

1

4

3

5
RNAPII

p << 10-16

Flavopiridol - +- +

RAD21/Cohesin
THP1+IFNβ readthrough CTCF sites (n=151)

p << 10-16
ΔHi-C Interactions per loop vs. Mock1/

8x
1/

4x
1/

2x
1x2x4x8x

 IAV
 ΔNS1 
 IFNβ 

Strengthened (common) Weakened
(common) Weakened (WT IAV only)

Mock

Mock

ΔNS1

IAV

IFNβ

Mock


