Supplementary Figure 2 HyoTEe  _RiAeq
O O o O
NN N
SOOI
A 2h CpG+pIC vs Uns 6h CpG+pIC vs Uns B Bicdl2
: | | H Differential Lir
: | H H requlation Arrdc4
2660 Ll 3156 3102 Vo 3425) regulato Cerl2
60 T 601 i e Down Gm32200
_ ' : ' 1 No Change Sgk1
B ' : B ' ' ° U Card19
K] : : K] : : Rbbp8
&40 i | & 40+ | \ Smad3
k) : : T 1 1 1110002J07Rik
g ' ' g : : Tmem87b
13 : i =S H Mafk )
S99 H : o 4933432103Rik
' ' ' Ddhd1
| Cask
Marcksl1
b L Kbtbd2
o, i T I A 1 Acod1
50 -25 0.0 25 5.0 5.0 -25 0.0 25 5.0 Jmjd1c
log2 (Fold Change) log2 (Fold Change) gfmn,aé
Pou3f1
9930021J03Rik
Gdf11
Ifnb1
C Synergy CpG Antagonist pIC antagonist A%é’z
0.0019 <2.22e-16 Sirt1
- 2 p irt
2 1 81e=15 a 2 ] Pnrc1
] L i ] 8 /2le11
~ up
g 1 I ! 1 Mul1
e Mkrn1
= 0 Nectin2
3 0- | 0 Fegrd
; Fam241a
o -1 -1 -1 Max
3 H Bach1
@ i L ! 21p800
- - ] - i
; 2 2 58
U v v v v R R v v v v v v v OC
FPTEPFFFEF FPFTPTITPSF PSP S Cxal1o
- - Z - 7 m
CpG Pl CpG+plC CpG PIC  CpG+pIC cpG CpG+plIC Otud1
Sdc4
127
Cenl1
2h CpG+plIC 6h CpG+plC Ptger4
D —~ 3~ Rasgef1b
"’o SE:745 SE:681 Tnfaip3
= 3 i §5hg
X ipk2
T2
k= 2
n '%
(¢}
5" 14 %
5 i—z
T o CdO— A N e o /- Scales vst (DESeq2)
25 5 75 10 125 25 5 75 10 12.5
Enhancer Ranked by Enhancer Ranked by
H3K27ac Signal H3K27ac Signal
E . G Cluster 1 p.adjust
< 16000 Signaling By Interleukins 0.0100
g Interleukin 10 Signaling 0.0075
x 12000 Interleukin 4 And Interleukin 13 Signaling 0.0050
8 Ovarian Tumor Domain Proteases 0.0025
"26 8000 Death Receptor Signalling
s 0 5 10 15 20 25
Z 4000 Cluster Il Gene Expression clusters
Signaling By Interleukins R H 05‘\0 S ¥ &
0 Interleukin 10 Signaling R & ,§b &
o O L X ! ) DA ICHERON o
S R R x« Interleukin 4 And Interleukin 13 Signaling R R N
S & © Diseases Of Signal Transduction By
<R Growth Factor Receptors And SecondMessengers Cluster |
‘QC;Q Tnfr2 Non Canonical Nf Kb Pathwa 5
[ -
010 20 30 3 § Cluster Il
Distribution of NCoR1 bindi Cluster Il ; S
istribution o ol inding —— k=
F sites relative to TSS ~ Interferon Signaling S B[Cluster Ii
Signaling By Interleukins 5 _g
Uns - Interferon Gamma Signaling ¥ § Cluster IV
Interleukin 2 Family Signaling 8 ©
6h CpG - - >
Signaling By Vegf Cluster V
6h pIC A 0 5 10 15 20 25
P Cluster IV Odds Ratio
6h CpG+pIC+FNY LSl o s %8s
| e s e Interferon Signaling ’
50 40 30 20 10TSS 10 20 30 40 50 Signaling By Interleukins
Binding sites (%) (5'->3") Interleukin 10 Signaling
0-1kb [ 3-5kb [ 10-100kb Interleukin 4 And Interleukin 13 Signaling
. 1-3kb . 5-10kb >100kb Diseases Of Signal Transduction By
Growth Factor Receptors And Second
Messengersg 10 20 30

Nephin Family Interactions

Signaling By Scf Kit

Signaling By Cytosolic Fgfr1 FusionMutants
Downstream Signal Transduction

Fgfr1 Mutant Receptor Activation

0 255 751012
—log(pvalue)

5



Figure S2. H3K27ac enrichment density and NCoR1 binding analysis.

(A). Volcano plot showing total number of differentially acetylated regions at 2h and 6h CpG+pIC activated
DCs compared to unstimulated. (B). Heatmap showing scaled vst of H3K27ac enrichement from ChIP-seq
and gene expression from RNA-seq data of plC specific genes in unstimulated, 2h and 6h stimulated condi-
tion (C). Boxplot showing distribution of scaled vst H3K27ac enrichmnet on syngergistic, CpG and plIC
antagoized genes. (D). Scatter plots showing the Super Enhancers (SE) identified at 2hr, and 6hr CpG+plIC
stimulated cDC1. The CpG/plC specific genes annotated to the SE regions have been marked for each con-
dition. (E). Bar plot showing total number of NCoR1 binding sites identified in unstimulated, 6h CpG, plIC and
CpG+plC+IFNYy stimulation conditions in cDC1. (F). Percent stacked bar plot showing percent of distribution
of NCoR1 binding sites distance relative to TSS in unstimulated, 6h CpG, plC and CpG+plC+IFNy stimula-
tion conditions in cDC1. (G). Bar plot showing significantly enriched Reactome term from MSigDB for each
NCoR1 binding cluster. (H). Heatmap showing odds ratio of overlap of genes associated to each NCoR1
binding cluster and genes classified based on expression as CpG, plC specific and common CpG-plC.
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