Supplementary Figure 1 LEDGF/p75 depletion increases the silent reservoir.
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Supplementary Figure 1 LEDGF/p75 depletion increases the silent reservoir.
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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 3 LEDGIN inhibition of the LEDGF/p75-IN interaction retargets lentiviral integration.

(b) (SupT1) LEDGIN (CX014442, pM)

0.7 1.5 3 6 12 25 50

Act-CD4-Tip60.
Rest-CD4-Tip60.
Rest-CD4-MOF.
Rest-CD4-p300.
Rest-CD4-PCAF.
Rest-CD4-CBP.
Act-CD4-HDACS.
Rest-CD4-HDACS.
Rest-CD4-HDAC3.
Rest-CD4-HDAC2.
Rest-CD4-HDAC1.
RestingNucleosomes.
ActivatedNucleosomes.
NRSF.
H2BK120ac.
H4K91ac.
H2BK20ac.
H3K4ac.

H3K36ac.
H2BK5ac.
H3K27ac.
H3K18ac.
H3K9ac.
H2BK12ac.
H3K4me3-CD133.
H3K4me3.
H2AZ-CD133.
H2AZ.

H4K5ac.

H4K8ac.
H3K9me1-CD133.
H3K9me1.
H3K4me2.
H3K4me1-CD133.
H3K4me1.
H2BK5me1.
H4K20me1-CD133.
H4K20me1.
H3K79me3.
H3K79me2.
H3K79me1.
Polll-CD133.

Polll.

CTCF.

H4K12ac.
H4K16ac.
H2AK5ac.
H4K20me3.
H4R3me2.
H3R2me2.
H3R2me1.
H3K27me1-CD133.
H3K27me1.
H3K36me3-CD133.
H3K36me3.
H3K36me1.
H3K23ac.
H2AK9ac.
H3K14ac.
H3K27me3-CD133.
H3K27me3.
H3K27me2.
H3K9me3-CD133.
H3K9me3.
H3K9me2.

#sites 3312 2451 2278 2485 3365 884 604 418

Depleted Color Key Enriched
(compared to MRC) (compared to MRC)
<t —

0.0 0.2 0.4 0.6 0.8 1.0



Supplementary Figure 3 LEDGIN inhibition of the LEDGF/p75-IN interaction retargets lentiviral integration.

(c)

(SupT1) LEDGIN (CX014442, uM)
DMSO 0.7 1.5 3 6 12 25 50
» Polll.
2s CTCF.
3% H2AZ.
Qg NRSF.
H3K4me1.
H3K4me2.
H3K4me3.
H3K9me1.
N H3K36me3.
T H3K27me1.
S5 o| H3K79mel.
B2 H4K20me1.
R H3K9ac.
S H3K14ac.
= H3K27ac.
H4K5ac.
H4K8ac.
H4K12ac.
H4K16ac.
H4K91ac.
>

= H3K9me2.
s H3K9me3.
g 5| H3K27me3.
5% | H3K79me2.
@ H3K79me3.
g H4K20me3.

# sites 3312 2451 2278 2485 3365 884 604 418

Depleted Color Key Enriched
(compared to MRC) (compared to MRC)
G+ —>

0.0 0.2 0.4 0.6 0.8 1.0



Supplementary Figure 4 LEDGIN treatment reduces reactivation from latency.
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Supplementary Figure 6. LTR substrings.
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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, 2693 69.18

CX05045 5x IC; 791 61.95 *%*

Supplementary Table 2 Percentage of imperfect LTR — chromosome junctions.

% Imperfect

DataSet LTR-Chromosome junctions
DMSO 1.25
< 078125 1.32
S 15625 1.51
29 3425 1.68
a § 6.25 1.37
a Q 12.5 0.65
S 25 1.86
50 2.58

Supplementary Table 3 Integration orientation

% Integrations in Refseq genes

DataSet
having an opposite orientation
DMSO 46.21 -
= 0.78125 47.52 *
3 15625 4934 &
£9 3425 4983
a3 625 4943 »
- 12.5 51.76  **
e 25 4971

50 56.70  #xx






