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Supplementary Figure 4:
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Supplementary Figure 5:
A I padj between 0.05 and 1

Hallmark pathways
NES from FGSEA

M padj < 0.05

HALLMARK_TNFA_SIGNALING_VIA_NFKB
HALLMARK_INFLAMMATORY_RESPONSE
HALLMARK_IL6_JAK_STAT3_SIGNALING
HALLMARK_EPITHELIAL_MESENCHYMAL_TRANSITION
HALLMARK_KRAS_SIGNALING_UP
HALLMARK_ALLOGRAFT_REJECTION
HALLMARK_HYPOXIA
HALLMARK_MTORC1_SIGNALING
HALLMARK_ANGIOGENESIS
HALLMARK_IL2_STAT5_SIGNALING
HALLMARK_INTERFERON_GAMMA_RESPONSE
HALLMARK_COMPLEMENT
HALLMARK_COAGULATION
HALLMARK_APOPTOSIS
HALLMARK_TGF_BETA_SIGNALING
HALLMARK_CHOLESTEROL_HOMEOSTASIS
HALLMARK_GLYCOLYSIS
HALLMARK_UNFOLDED_PROTEIN_RESPONSE
HALLMARK_P53_PATHWAY
HALLMARK_UV_RESPONSE_UP
HALLMARK_XENOBIOTIC_METABOLISM
HALLMARK_ESTROGEN_RESPONSE_LATE
HALLMARK_HEDGEHOG_SIGNALING
HALLMARK_INTERFERON_ALPHA_RESPONSE
HALLMARK_MYOGENESIS
HALLMARK_G2M_CHECKPOINT
HALLMARK_ESTROGEN_RESPONSE_EARLY
HALLMARK_OXIDATIVE_PHOSPHORYLATION
HALLMARK_REACTIVE_OXYGEN_SPECIES_PATHWAY
HALLMARK_ADIPOGENESIS
HALLMARK_MYC_TARGETS_V1
HALLMARK_MITOTIC_SPINDLE
HALLMARK_PROTEIN_SECRETION
HALLMARK_NOTCH_SIGNALING
HALLMARK_E2F_TARGETS
HALLMARK_SPERMATOGENESIS
HALLMARK_PI3K_AKT_MTOR_SIGNALING
HALLMARK_ANDROGEN_RESPONSE
HALLMARK_UV_RESPONSE_DN
HALLMARK_DNA_REPAIR
HALLMARK_APICAL_JUNCTION
HALLMARK_PEROXISOME
HALLMARK_FATTY_ACID_METABOLISM
HALLMARK_MYC_TARGETS_V2
HALLMARK_KRAS_SIGNALING_DN
HALLMARK_HEME_METABOLISM
HALLMARK_BILE_ACID_METABOLISM
HALLMARK_WNT_BETA_CATENIN_SIGNALING

Pathways

H III
T

1 2 3
Normalized Enrichment Score

IL2 STATS SIGNALING;
pval = 1.56x10°, padj =7.5x10¢

INTERFERON GAMMA RESPONSE;
pval = 6.45x1077, padj =3.44x10¢

0.4 T PR T
0.3- o
g g03-
2] (2]
£02 Z02
S £
501 501
& &
0.0 0.0
0 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank
COAGULATION; ANGIOGENESIS;
0 4,pval =5.92x10, padj =2.18x103 o 6}ZNaI =1.04x103, padj =3.55x10%
(] o
£03- 5
3 Soa
£0.2- g
£ é 0.2-
§ 0.1- e
& &
0.0 0.0
0 2500 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank
TGF BETA SIGNALING; P53 PATHWAY;
0 47pval =9.05x103, padj =2.56x102 . pval = 1.55x102, padj =4.13x102
% 0.3 % 0.2-
% 0.2- 2
@ g 01
E 0.1- £
§ 00 & 00
0 2500 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank

B TNFA SIGNALING VIA NFKB;
pval = 2.49x10?4, padj = 1.19x10-%2

INFLAMMATORY RESPONSE;
pval = 3.49x101°, padj = 8.37x1018

0.6
g g
304- 3
2 =
[ [
£oz E
5 5
0.0
0 2500 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank
KRAS SIGNALING UP; ALLOGRAFT REJECTION;
pval = 1.52x10°9, padj = 2.43x108 pval = 1.32x10°¢, padj = 1.5x107
0 04 m\\ o 04
03 303
o 0.3 & 0.
8 0.2- Zo2
5 £
E 0.1- E 0.1

0.0 0.0— - = it —
0 2500 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank
HYPOXIA; EPITHELIAL MESENCHYMAL TRANSITION;

pval = 3.01x108, padj = 2.41x107

pval = 1.56x108, padj = 1.5x107

o o
3 8
[%2] 9]
2 2
[ [
£ £
£ £
Q L
= =
w w
0 2500 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank
IL6 JAK STAT3 SIGNALING; MTORC1 SIGNALING;
pval = 9.75x108, padj = 6.68x107 pval = 1.79x107, padj =1.07x10¢
(&) Q
g 2 0.3-
o o
& }
E é 0.2-
5 501
& &
- y ul - 0.0— i .
0 2500 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank
COMPLEMENT; APOPTOSIS;
pval = 5.79x10°¢, padj =2.53x10"5 pval = 8.09x10°%, padj =3.24x10**
© 0.3- 0 0.3
:
12 -
= 0.2- € 0.2
£ £ o1
S 0.1 s
& & 0.0
0.0
. 0.1 ! : : ‘
0 2500 5000 7500 0 2500 5000 7500 10000
Rank 10000 Rank
GLYCOLYSIS; CHOLESTEROL HOMEOSTASIS;
o 3p\,a| =1.89x10%, padj =6.04x103 pval = 8.37x1073, padj =2.51x102
o ® 0.3
3 0.2 3
wn = (2]
2 £0.2
£ 01 £
S S 0.1
= s
= 0.0 . 0.0- A |
0 2500 5000 7500 10000 0 2500 5000 7500 10000
Rank Rank
UNFOLDED PROTEIN RESPONSE;
0 37pval =1.90x102, padj =4.79x10%2
©
S 02-
go.
5
£o1
=
w
0.0
0 2500 5000 7500 10000
Rank



Supplementary Figure 6:
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Supplementary Figure 7:
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Supplementary Figure 8:

A Normal colon

B Tumor colon

N
108 pm

MR Hybrid Cells
M EPCAM+ KRT8+

M CD14+ CD163+
O KRT8
© EPCAM
© cD163
® cD14



Supplementary Figure 9:
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