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A TetO-TFAP2C B SiRNA in H9 hESC C 12, TFAPC
D Dox+ TFAP2C#1  TFAP2C #2 1o
o Y : ; SENEY A | go.s

306

[ 0
204
©
So2
00 # . #

siRNA: Control TFAP2C

GSEA ATAC-seq Signal Motif enrichment
D E G ) H TetO-TFAP2C(Dox+) vs. RA/BMP4
=~ Surface Ectoderm gene (Qu et. al. 2016) f_>—\ TF Motifs Overlap + 1000
8 06 NES=1.42 g 250 Surface Ectoderm gene g R=g§g§15 , .
— U i X _ _ Qg p<O0.! P
2 Nomm;.';?:é):%(_); ézoo — B TetO-TFAP2C D7 5 3 1000, T 3 At
go4 3 150 Dox+ (top 20 S & 10| ik
= 3 Qe »Fr® .
g 0 % 100 Initiation network g2 10 400 3 “ :
s |l g teaangTes) ) B | T
c ) 6 = p
W Teto-TFAP2C TetO-TFAP2C X 0+ - : - - e v tog 1?p9\,a,u£°° 10000
D7 (Dox+) D7 (Dox-) k0t 2 olovabe)
Distance from the TSS (bp) RA/BMP4 Induced Differentiation
at D7 (H9-D7)
F Enriched GO terms | TFAP2C TFAP2A GATA3
peaks gained in accessibility 1.05 e 1.05, - 11 —
adherens junction maintenance ] 1.0

regulation of tight junction assembly 1.00 1.004
hippo signaling cascade % 0.9
cell polarity in ameboidal cell migration
desmosome assembly 0.95 0.95 0.8
regulation of membrane lipid distribution

0.90 ; ; 0.7
0 2 4 6 8 10 0.90
GRHL2 ATF3 JUN
peaks lost in accessibility 1.1 ik 1.1 i 1.1
neuron differentiation I 1.0 *kk

pattern specification process
regionalization

embryonic morphogenesis

cell morphogenesis in differentiation
brain development

10 —|_ 0.9 1.0
0.9 0.8
08 0.7 0.9

— L 0.6

Binding Probability (Purity Score)

0.7 : : 0.5 0.8 : :
0 20 40 60 80 100 N T
-log,, p-value DOX- DOX+ DOX- DOX+ DOX- DOX+
J K Genomic annotation L Distance to TSS (kb)
Top Motifs in TFAP2C ChiIP-seq 14.6% promoter 8 407 o,
A AP-2alpha (AP2) 10.1% TSS-proximal 2
EEICCCIQA c (p-value: 16-950) er'lhancer- ‘% 301
5.1% exon Q
C CAT AP-2gamma (AP2) . 2 50l
CCCIvA 4—&”; (p-value:1e-869) 30.1% intron §20
=
1.2% gene tail “z’, 104
9
[o))
) ) ¢ 0l
38.9% intergenic S & IR
'\0'\0\0\0\009)7
L ?30 / AN
M TetO-GATAS at D7 N TetO-GRHL2 at D7
0.15- 0.0154 0.20- 0.15
- ] BOX; 5 o1
e = Dox T o015 0.010
< 0.101 0.010 <
] ]
2 2 0.101
I o 0.005
2 0.051 0.005- 2
k& T 0.05]
& 2
0.00 0.000- 0.00- 0.000
> IS R NS
NN AL IR Sl ST LINVINMN &
O FITEL T T &




TFAP2C-induced KC

-log,, (p-value)
KC from normal differentiation (H9KC)

Figure S5

D7 KC

D7 KC

A FACS B CaCl2 Treatment
TetO-TFAP2C-D7 TetO-TFAP2C-KC NHK
105169 gl 8.48 | ;5.098 0.68 05,0013 | 4.93
IO“'; 10‘32 10‘; :
lo’j; S 10’7 i ‘
loz‘_. * 102i 1023 l .
0 i_22.3 ol | 0.099. 0 ':‘3'.43 R 94.9 0 1038 ”‘_ 947
o 100 100 10' 10° o 100 100 10° 10° ° 0% 10° 10° 10°
K14
C p63 ITGAG ITGB4 K1 K10 IVL FLG
T 404 604 2.57
& 1.0 3- 20l
§ 30 '
4 401 2 154
NH| 204
o 0.5 1.0+
= 204 14
© 10
T 0.5
4
i o -
DO D3 D6 DO D3 D6 DO D3 D6 DO D3 D6 DO D3 D6 DO D3 D6
D TF Motifs Overlap F
p63 p53 KLF4
» 11
1.0 1.0 1.0
o U 0.8
= 0.7
g 0.6 06
@ 05 . . 0.6 . . T T
E 2
Motif enrichment =
TetO-TFAP2C-KC vs. HIKC 3 BATF/JUN FOS KLFS
10000 S 11 1.1 1.1
- R=0.9948 * a 10 ] 1
€ T1gpg{ P<0.0001 . o I 1.0 1.0
¥ 3
O 3% 5 09 = %
& & £ 0.9 0.9
g = 100 @ 0.8
L'TL g 10+ 0.7 08 08
2 0.6 : : 0.7 : : 0.7 : :
= 1 . . . ) TetO-TFAP2C- TetO-TFAP2C-  TetO-TFAP2C- TetO-TFAP2C-  TetO-TFAP2C- TetO-TFAP2C-
1 10 100 1000 10000

D7 KC



Figure S6
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