
Supplementary Figure 1 LEDGF/p75 depletion increases the silent reservoir.

1/2
50

1/5
00

1/1
00

0

1/2
00

0

1/4
00

0
0

10

20

30

40

50

Virus dilution

%
 m

K
O

2 
+  c

el
ls

(SupT1)

LEDGF/p75 WT
LEDGF/p75 KD

(a)

1/4 1/8 1/1
6

1/3
2

1/6
4

0

20

40

60

80

Virus dilution

%
 m

K
O

2 
+  c

el
ls

(Nalm)

LEDGF/p75 WT
LEDGF/p75 KO

LE
DGF/p7

5 W
T (S

up
T1)

LE
DGF/p7

5 K
D (S

up
T1)

LE
DGF/p7

5 W
T (N

alm
 +
/c )

LE
DGF/p7

5 K
O (N

alm
 -/
- )

0.0

0.5

1.0

1.5

LE
G

D
F/

p7
5 

(F
AM

) /
 B

-a
ct

in
e(

 H
EX

)



0.001 0.01 0.1 1
0

20

40

60

80

100

Virus dilution

Q
ui

es
ce

nt
 fr

ac
tio

n(
%

)
(%

 e
G

FP
 - , 

m
KO

2 
+ 
ce

lls
) /

 (%
 m

K
O

2+  c
el

ls
) *

10
0

LEDGF/p75 KO (-/-)

LEDGF/p75 control (+/c)

HIV OGH 
(VSVG, Benzonase treated)

3 days
 LEDGF/p75 
control (+/c)

LEDGF/p75 KO (-/-)

Flow cytometry analysis of 
% eGFP -, mKO2 + cells 

among all mKO2 positive 
cells

HIV OGH 
(VSVG, Benzonase treated)

3 days

(b)

Supplementary Figure 1 LEDGF/p75 depletion increases the silent reservoir.



Supplementary Figure 2 LEDGIN mediated inhibition of single round lentiviral transduction.
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Supplementary figure 3 LEDGIN inhibition of the LEDGF/p75-IN interaction retargets lentiviral integration.
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Supplementary Figure 4 LEDGIN treatment reduces reactivation from latency.

(c)

-

No s
tim

ula
tio

n

DMSO LRA (μM)0.3 1.0

PMA

5.0

Prostratin

0.3 1.0 3.0

SAHA
3.0

-5

SAHA
+

Prostratin

10

ng
/m

L

TNFα

*

**

**

***

**

***

***

***

***
*** *** ***

**

0

1

2

3

4

Fo
ld

 in
cr

ea
se

 in
 %

 tC
D

34
 p

os
iti

ve
 c

el
ls

DMSO
1x IC50
3x IC50

(SupT1)

TNFα
DMSO

(a)

DMSO
1.5

62
5

3.1
25 6.2

5
12

.5 25
0

2

4

6

8

10

 

%
 tC

D
34

 p
os

itiv
e 

ce
lls

[LEDGIN] (CX014442, μM)
DMSO

1.5
62

5
3.1

25 6.2
5

12
.5 25

0

1

2

3

4

Fo
ld

 in
cr

ea
se

 in
 %

 tC
D

34
 p

os
itiv

e 
ce

lls

[LEDGIN] (CX014442, μM)

(SupT1) (SupT1)

(b)

(d) (e)

0 2 4 6 8 10
0

50

100

150

Fold IC50
0 2 4 6 8 10

0

50

100

150

Fold IC50

%
 o

f M
ax

im
um

 s
tim

ul
at

io
n

(tC
D

34
, r

el
at

iv
e 

to
 c

on
tro

l)

D
ec

re
as

e 
in

 q
ui

es
ce

nt
 fr

ac
tio

n(
%

)
(%

 e
G

FP
 - , 

m
KO

2 
+ 
ce

lls
) /

 (%
 m

K
O

2 
+  c

el
ls

) *
10

0
(D

M
SO

-T
N

Fa
)

HIV-tCD34 HIV-OGH

LEDGIN Raltegravir



DMSO Control

0.78125 μM

1.5625 μM

3.125 μM

6.25 μM

12.5 μM

25 μM

50 μM

Condition

0.0

bi
ts

C

A

TC
G
A
T
C
G
A
T
C
T
A
G

T
C
A
G
C
G
A
T
C
G
A
T
C
G
T
A
A
G
T
C
G
A
T
C
G
C
T
A
G
T
C
A

C

G

T

A

bi
ts

G

A
C
TC
A
G
T
C
G
A
T
C
T
A
G
T
C
A
G
C
G
A
T
C
G
T
A
C
G
T
A
A
T
G
C
G
A
T
C
G
C
T
A
G
T
C
A

bi
ts

T

A ATCG
A
T
C
G
A
T
C
T
A
G
T
C
A
G
C
G
A
T
C
G
A
T
G
C
T
A
A
G
T
C
G
A
T
C
G
C
T
A
G
T
C
A

bi
ts

CATCGA
T
C
G
A
T
C
T
A
G
T
C
A
G
C
G
A
T
C
G
T
A
C
G
T
A
A
G
T
C
G
A
T
C
G
C
T
A
G
T
C
A

C

G

T

A

bi
ts

A

TC
A
G
T
C
G
A
T
C
T
A
G
T
C
A
G
G
C
A
T
G
C
T
A
C
G
T
A
A
G
T
C
G
A
T
C
G
C
T
A
G
T
C
A

C

G

T

A

bi
ts

GAT T C
A
G
T
C
G
A
T
C
T
A
G
T
C
A
G
G
C
A
T
G

C

T
A

G
C
T
A
A
T
G
C
G
A
T
C
G
T
C
A
G
T
C
A
C

G

T
A

A

bi
ts

CAT
G

C

A
T

C

A

T

C

G

A
T

C
G
A
T
C
A
G
T
C
T
A
G
T
A
C
G
G
C
A
T
C
G
A
T
C
G
T
A
A
G
T
C
G
A
T
C

G
C
T
A
G
C
T
A

bi
ts

C

G

T

A

C

G
A
T

T

A

G

C
A
T

C
A
G
T
C
A
G
T
C
T
A
G
T
C
A
G
G
C
A
T
G
C
A
T
G
C
T
A
A
G
T
C
G
A
T
C
G
T
C
A
G
T
C
A
C
G
T
A

C

T

A

0.4

0.0

0.4

0.0

0.4

0.0

0.4

0.0

0.4

0.0

0.4

0.0

0.4

0.0

0.4

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

0 1 2 3 4 5 6 7 8 9-8 -7 -6 -5 -4 -3 -2 -1

Supplementary Figure 5. Integration Site Sequence Logo remains unaffected by LEDGIN mediated inhibition of the 
LEDGF/p75-IN interaction.
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LTR - END
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3’ processing 
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Supplementary Figure 6. LTR substrings. 



Supplementary Figure 7. Addition of LEDGINs during production results in transcriptionally silent provirus after integration.
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Supplementary Table 1  LEDGIN inhibition of the LEDGF/p75-IN interaction retargets lentiviral integration.

DataSet # Sites % in RefSeq gene

DMSO 1259 70.37

CX05045 1x IC
50

2693 69.18

CX05045 5x IC
50

791 61.95 ***

DataSet 
% Imperfect 

LTR-Chromosome junctions

DMSO 1.25

0.78125 1.32

1.5625 1.51

3.125 1.68

6.25 1.37

12.5 0.65

25 1.86

50 2.58

Supplementary Table 2  Percentage of imperfect LTR – chromosome junctions.
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DataSet % Integrations in Refseq genes

having an opposite orientation

DMSO

0.78125

1.5625

3.125

6.25

12.5

25
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Supplementary Table 3  Integration orientation
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