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Figure S1 The interaction between mesothelial cells and fibroblasts. (A) Ligand-receptor pairs between mesothelial cells and fibroblasts
with means >0.5 inferred by CellphoneDB; (B) the interactions between mesothelial cells and fibroblasts predicted by Nichenet. The
expression levels of top predicted ligands in mesothelial cells from different subtypes were shown in the left heatmap. The middle and right
upper heatmap displayed the ligand-receptor and ligand-target interaction potential, respectively. The right lower heatmap displayed the

expression levels of target genes in fibroblasts from the cancer and normal subtypes. Meso, mesothelial cells; Fib, fibroblasts.

© Translational Lung Cancer Research. All rights reserved. https://dx.doi.org/10.21037/tlcr-24-118



Ligands Receptors Ligand-target interaction

RTN4
F11R
CALM2
RPS19
CXCL2
CDH1
HSP90B1
GSTP1
FN1
LGALS3
CALM1
ARF1
CCL20
MIF
ANXA1
CALR

Meso_Tumor

VvSdd

g1 14SYANL
19911

NIAN

yaM

¥.A0

6600

IMOVY
2yg491
LINVOA
€4391d

Meso_Normal

Jown] 1d3

lewJoN " 1d3
IMOS
VIVdSH
VOLLNINL
WIA
voaiv
2v8ed1S

VZL4SHANL
eall
[2=Ell

VL7100
VNI
LINIdY3S
L4SPINL
MVYNHY
2100
SdaM4d
LNIVO
ZNdVO
aNnr
210X0
9710X0

S
w
N
-
o

o
o
o
~
o
w
o
N
o
i
o

Targets

0.0025 0.002 0.0015 0.001 5e-04 0

o
£
w
N
[N
o

Figure S2 The interactions between mesothelial cells and epithelial cells predicted by Nichenet. The expression levels of top predicted
ligands in epithelial cells from different subtypes were shown in the left heatmap. The middle and right upper heatmap displayed the ligand-
receptor and ligand-target interaction potential, respectively. The right lower heatmap displayed the expression levels of target genes in

mesothelial cells from the cancer and normal subtypes. Epi, epithelial cells; Meso, mesothelial cells.
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Figure S3 Highly expressed genes in CCTS5" EC. (A) Volcano plot displaying the DEGs between CCT5" EC and other clusters of epithelial
cells. (B) GO enrichment analysis of increased DEGs in CCT5" EC. DEG, differentially expressed genes; GO, gene ontology.
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Figure S4 Ligand-receptor pairs between CEMIP* MC and MUC21" EC were inferred by CellphoneDB.
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Figure S5 A Prediction model constructed based on the interaction genes between CAMCs and epithelial cells. (A) The comparison
between the AUC of 3-year OS based on our model constructed by 21 candidate genes and clinical information and the model built by
clinical information only; (B) feature importance (Gini coefficients) of our random forest model was ranked. AUC, area under the curve; OS,

overall survival; TPR, true positive rate; FPR, false positive rate.
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Figure S6 The co-culture of mesothelial cells and epithelial cells (A) Volcano plot displaying the DEGs between control and co-culture
groups of mesothelial cells. (B) Volcano plot displaying the DEGs between control and co-culture groups of epithelial cells. (C) The survival
curve of the EGFR expression in TCGA-LUAD patents with EGFR mutations. (D) The proliferation assay of A549 cells. (E) Left up: The
illustration of invasion assay of H1299 cells co-culturing with mesothelial cells. Scale bar: 100 pm. Staining: crystal violet. Left down: upper
left: Cetuximab. Upper right: control. Lower left: cetuximab + mesothelial cells. Lower right: mesothelial cells. Right: the area of cells/area
of the filed in different groups. *, P<0.05; **, P<0.01. DEG, differentially expressed genes; EGFR, epidermal growth factor receptor.
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