
Expanded View Figures

Figure EV1. Additional info and methods used in this study.

(A) Expression of other baits in the bait set in the embryonic transcriptomics dataset Yan et al (2013). (B) Overview of the methods used in this study. We first produced a
stable cell line containing the protein of interest (bait), and then performed affinity purification mass spectrometry using two methods and chromatin immunoprecipitation
sequencing in the same HEK293 cell line. We combined the produced data and performed bioinformatic analysis. (C) Domain prediction for CPHX1 and CPHX2. (D)
Homeodomain alignment of all homeodomain proteins in the dataset.
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Figure EV2. Enrichment analysis of PRDL bait interactomes.

(A) CORUM complex enrichment analysis for PRDL bait interactomes, color indicates inverse significant enrichment of complex (−log10 (FDR)). Cutoff for image
FDR < 0.05, Fishers Exact Test. (B) Reactome pathway enrichment analysis for PRDL bait interactomes, color indicates inverse significant enrichment of pathways (−log10
(FDR)). Cutoff for image FDR < 0.05´, Fishers Exact Test. (C) Gene ontology molecular function enrichment analysis of PRDL bait interactomes, color indicates inverse
significant enrichment of pathways (−log10 (FDR)). Cutoff for image FDR < 0.05, Fishers Exact Test.

Lisa Gawriyski et al EMBO reports

© The Author(s) EMBO reports EV4



AR
G

FX
C

PH
X1

C
PH

X2
C

R
X

D
PP

A3
D

PR
X

D
U

XA
D

U
XB

EG
R

2
G

SC
KL

F3
O

TX
1

O
TX

2
PI

TX
1

PI
TX

2
SA

TB
1

SA
TB

2
TP

R
X1

TP
R

X2
ZN

F2
63

ZS
C

AN
4

alternative mRNA splicing, via spliceosome
negative regulation of cell population proliferation

negative regulation of phagocytosis
pituitary gland development

regulation of actomyosin structure organization
regulation of ATP metabolic process

regulation of cellular response to heat
regulation of cyclic−nucleotide phosphodiesterase activity

regulation of generation of precursor metabolites and energy
regulation of mammary gland epithelial cell proliferation

regulation of phosphorylation
rescue of stalled ribosome

digestive system development
mRNA transport

nuclear pore organization
positive regulation of gastrulation

protein import into nucleus
regulation of autophagy

regulation of respiratory system process
regulation of water loss via skin

negative regulation of centriole replication
regulation of myotube differentiation

response to UV
DNA damage response, signal transduction by p53 class mediator resulting in transcription of p21 class mediator

negative regulation of organelle assembly
positive regulation of type I interferon production

regulation of lipid metabolic process
regulation of protein deacetylation

viral life cycle
brown fat cell differentiation

mitotic sister chromatid segregation
nose development

nucleosome disassembly
protein destabilization

regulation of nuclear cell cycle DNA replication
central nervous system development

embryonic camera−type eye development
regulation of DNA metabolic process

embryonic forelimb morphogenesis
positive regulation of transcription of Notch receptor target

protein import
regulation of intracellular signal transduction

TORC1 signaling
negative regulation of G0 to G1 transition

adipose tissue development
intracellular steroid hormone receptor signaling pathway

positive regulation of developmental process
chromatin−mediated maintenance of transcription

regulation of histone acetylation
regulation of myeloid cell differentiation

transcription−dependent tethering of RNA polymerase II gene DNA at nuclear periphery
beta−catenin−TCF complex assembly

protein deubiquitination
negative regulation of nucleic acid−templated transcription

regulation of transcription by RNA polymerase II

5

10

15

Reduced GO:BP terms

AR
G

FX
C

PH
X1

C
PH

X2
C

R
X

D
PP

A3
D

U
XA

EG
R

2
G

SC
KL

F3
O

TX
1

O
TX

2
PI

TX
1

PI
TX

2
SA

TB
1

SA
TB

2
TP

R
X1

TP
R

X2
ZS

C
AN

4

cysteine−type endopeptidase activator activity involved in apoptotic process
helicase activity

nerve growth factor binding
nuclear localization sequence binding

poly−pyrimidine tract binding
protein disulfide isomerase activity

zinc ion binding
disulfide oxidoreductase activity

ATP−dependent activity, acting on DNA
protein heterodimerization activity

co−SMAD binding
methylated histone binding

ribosome binding
C2H2 zinc finger domain binding

histone deacetylase binding
histone deacetylase activity

satellite DNA binding
histone−lysine N−methyltransferase activity

nuclear receptor binding
hormone receptor binding
acetyltransferase activity

DNA−binding transcription repressor activity, RNA polymerase II−specific
sequence−specific DNA binding

2.5

5.0

7.5

10.0

Reduced GO:MF terms
A

B

-log10(FDR)

-log10(FDR)

EMBO reports Lisa Gawriyski et al

EV5 EMBO reports © The Author(s)



Figure EV3. Gene ontology enrichment analysis of BioID-MS HCIs.

(A) Gene ontology molecular function enrichment analysis of all BioID-MS HCIs, color indicates inverse significant enrichment of pathways (−log10 (FDR)). Cutoff for
image FDR < 0.05, Fishers Exact Test. (B) Gene ontology biological process enrichment analysis of all BioID-MS HCIs, color indicates inverse significant enrichment of
pathways (−log10 (FDR)). Cutoff for image FDR < 0.05, Fishers Exact Test.
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Figure EV4. Reactome pathway and ChIP-seq peak overlap analysis.

Reactome pathway enrichment analysis of all bait interactomes, color indicates inverse significant enrichment of pathways (−log10 (FDR)). Cutoff for image FDR < 0.05,
Fishers Exact Test.
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Figure EV5. Enrichment analysis of expanded BioID-MS dataset.

(A) Significantly enriched (Fishers Exact Test, FDR < 0.01) protein complexes in the interactomes of each bait. Protein complexes were obtained from the CORUM
database. Only complexes enriched in more than two baits are drawn. Increased blue color indicates inverse statistical significance (−log10 (FDR)). Complexes are ordered
by frequency. (B) Statistically significant enriched InterPro domains (FDR < 0.01) in the interactome of each bait, indicated by the number of shared baits. Color indicates
−log10 (FDR) of enrichment analysis. Domains are ordered by −log10 (FDR) and frequency.
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Figure EV6. ChIP-Seq Peaks over key EGA genes.

(A) Percentage overlap of identified ChIP-seq peaks. Overlaps were identified using bedtools closest and are shown as percentages from 0 to 1. (B) The embryonic ATAC-
seq data from Wu et al (2018) from 4-cell, 8-cell, and ICM embryos and primed hESCs over key gene regions identified through our datasets. Genomic locations of
differential ChIP-seq peaks are shown in red, relative to their position to key genes (RefSeq annotation).
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