Supplementary data
Supplementary figure, Figure S1

Strength of prognostic value of EMT gene signature starting from the least significant gene
TIMP3 associated with overall survival.

A)Kaplan-Meier survival curves were plotted starting from TIMP3 with less significant p value
(Log-rank p=0.045) and adding one gene at a time up to 9 genes (Log-rank p=4.4e-05). Overall
survival (OS) curves show with the HR, a 95% CI, and Log-rank test p values.

B) Strength of prognostic value: starting from TIMP3 add one gene at a time to calculate the
areas under ROC curves up to 9 genes; The AUC of ROC curve is between 0.9-1, suggesting that
both sensitivity and specificity are excellent.
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Supplementary figure, Figure S2

Strength of prognostic value of EMT gene signature starting from the most significant gene
SERPINH1 associated with overall survival.

A) Kaplan-Meier survival curves were plotted starting from SERPINH1 with most significant p
value (Log-rank p=8.5e-06) and adding one gene at a time up to 9 genes (Log-rank p=4.4e-05).
Overall survival (OS) curves show with the HR, a 95% CI, and Log-rank test p values.

B)Strength of prognostic value: starting from SERPINH1 (Log-rank p=8.5e-06) by adding one
gene at a time to calculate the areas under ROC curves up to 9 genes; The AUC of ROC curve is
between 0.9-1, suggesting that both sensitivity and specificity are excellent.
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Supplementary figure, Figure S3
Cancer-associated fibroblast (CAF) cluster may share some EMT gene expression.

Cell type cluster (labelled with Cancer?) was identified as cancer-associated fibroblast (CAF)
with high level expression of S100A4, COL5A2, FN1, and SPARC but low level expression of
MSLN and WT1.
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Supplementary figure, Figure S4
Stromal score is an unfavorable factor for prognosis.

A)Stromal scores between epithelioid (n=62) and non-epithelioid (n=25) subtypes in TCGA
database.

B)Cancer-associated fibroblast (CAF) infiltration is positively correlated with EMT gene
expression in MESO using Timer2.0 and observed a strong correlation in different analytic
methods.
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Supplementary figure, Figure S5

Proteomic analysis: protein-protein interactions (PP1) of EMT genes determined by

NetworkAnalyst.

Generic PPI interaction, IMEX Interactome.The genes of interest (seeds) from previous analysis
are mapped to the corresponding molecular interaction database. The procedure typically
produces one big subnetwork (“"continent™) with several smaller ones ("islands™). The size of

circles represents the strength of correlation between proteins interaction
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Supplementary figure, Figure S6

Positive correlation between EMT gene expression and immunoinhibitors in MESO.

Immunoinhibitors TGFB1 and TGFBR1 both are positively correlated with EMT genes
expression determined by distribution of gene expression across immune cells database
(TISIDB), which is an integrated repository portal for tumor-immune system interactions to
analyze pan-cancer types from multiple heterogeneous data sets (http://cis.hku.hk/TISIDB/).

COL5A2 ITGAV SERPINH1 SPARC

MESD (BT samples) MESO (BT shmpbes) MESC (87 samplizs) MESD (BT shmples)
10 10 ° bTi T 19+ )
o) 3. 1 g. 8 : EI 1
m = B &
m - i 5
= = =
I i 61 i
5.0 (] 100 125 8 L] 7 i -] -] [] 10 1 1n 12 14
COLSAZ_exp ITGAV_ep SERPINHL_exp SPARC_eap
Spearman Cormelation Test: Spearman Cormelation Test: Spearman Corelation Test: Spearman Correlation Test:
i = 0481, p = 3. 24806 rha = 0489, p = 2.18e06 the = 0.373, p = 0.000402 rha = 0492, p = 1. 7906
MESD (BT samples) MESD (BT sampies) MESD (87 samples) MESD (BT samples)
Q- . Q- . a4 . a- .
] 8 8 81 8
m o a o o
[ [ g [
I 1 1 I
Y 4 7 g7
m (=] (=] = (=]
[ [ [ [
2] ] o 4]
m =g gl el " &
"
5 51 o 5 = . s
g0 15 100 125 & L ki a 9 a k] 10 1 10 12 14
COLSAZ_exp ITGAV_gxp SERPINHI_exp SPARC_exp
Spearman Comelation Test: Spearman Cornelation Test: Spearman Comelation Test: Spearman Correlabon Test:
rha = 0,692, p < 2 Je-16 rha = 0,646, p < 2.2e-16 e = 0,371, p = 0000437 rhwa = 0653, p = 2.4Te08


http://cis.hku.hk/TISIDB/

Supplementary figure, Figure S7

Genomic analysis of 9 EMT genes and CDKN2A/B tumor suppressor genes in MESO.
Only a few mutations were occurred, including COL5A2 with missense mutation and ACTA2
with deep deletion. Frequent deep deletion occurred in CDKN2A/B genes
(cbiolportal.org/oncoprinter).
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Supplementary figure, Figure S8

Representative genomic and epigenomic alterations, and copy number variation (CNV) of
epigenomic CDKN2A/B and EMT genes in MESO.

A) Gene mutations of BAP1, NF2 list in genomic alterations; B) DNA methylation of BAP1,
NF2 list in genomic alterations. C) Gene mutations of EZH2, DNMT1 list in epigenetic genes;
D) DNA methylation of EZH2, DNMTL list in epigenetic genes. E) Gene mutations of EMT
genes; F) DNA methylation of EMT genes. G) Correlation of D&F DNA methylation. Data were
generated from TCGA database from cbiolportal.org platform.
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Supplementary figure, Figure S9

The expression of EMT genes is associated with a lack of interferon expression as well as
CDKN2A and CDKN2B expression.

A) Heatmap of gene expression in TCGA MESO patients, besides SPARC gene with super high
expression, other EMT genes have significantly higher expression levels;

B) Quantification of gene expression in TCGA MESO patients. *** p <0.001
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