Whole tumour 7T Mesothelial 7T CAFs 7T

Density (Arbitrary Units)

c0e ¥ .e o ele
coe L & e o
mTOR :
0e o 20 - ., - g ."‘p38
os o O e ® P - . e
El e O 1@ zERKHZ
» - @ L.w e
‘. .MaK 5
. . \
B .: = e tes .
sse ee . STATS| .i v
eoce X : " “ T eee
450 - B 7T CAFs
400 - u 7T MESO
350 -
300 -
250 -
200 -
150
100 -
50 -
0-
(NSRBI ,\%QQ) v & O Q& ¥ & 20 \l~ P IR
> & N 2 O‘o S &3S @40Q‘Q\° SR
5 \l: Q {~4. - sJ: n AT AW
@&@% \"@Q PAPRE

Supplemental Figure S1. Differential contribution of tumour cells and CAFs to activation of signalling pathways
in the whole tumour. A. The image shows the immunoblots of kinases in whole mesothelioma tumour 7T tissue
(left), in primary mesothelial (mesothelioma) cells derived from tumour 7T (middle) and in CAFs derived from
tumour 7T (right). Signals from the most differentially activated kinases are boxed. B. Kinase phosphorylation

status in 7T CAFs and 7T Mesothelioma cells quantified by densitometry.
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Supplemental Figure S2. Changes in CAF-EVs protein content by CAF treatment with Simvastatin.

A. An extract from the Mass Spectrometry results showing the EV proteins with a changed concentration (reduced or increased)
after treatment of CAFs with Simvastatin. B. Conditioned medium from activated macrophages increases production of EVs by
CAFs. EV-depleted conditioned media (10 ml) from THP-1 cells stimulated with 10 ugnl LPS was added to cultured CAFs 24 h prior
to EV collection. CAF-EVs were quantified by nanoparticle tracking analysis (NTA). C. Differentially present proteins in EVs from
Simvastatin-treated and untreated CAFs form a network of the pathways related to cell cycle, metabolism, growth factors, integrins,
homeostasis and lipid transport.



Table S1. Top down-regulated genes (Database REACTOME)

n
[l |CTNBI HUMAN [<0.000961538 (0.0001) [view
[2 [PSA7 HUMAN  [<0.000961538 (0.0001) [view
[3 [RAN HUMAN |~ 0.000961538 (0.0001) |view
[4 |[RL40 HUMAN  |<0.000961538 (0.0001) |[view
|5 [US20 HUMAN  |<0.000961538 (0.0001) |view
l6 |HSP7C_HUMAN |<0.000961538 (0.0001) |view
|7 |TERA_HUMAN |~ 0.000961538 (0.0001) |view
|8 |GELS HUMAN < 0.000961538 (0.0001) [view
9 [RS3_HUMAN  [<0.000961538 (0.0001) [view
[10 [HSPB1_HUMAN < 0.000961538 (0.0001) [view
[11 [RPNI_HUMAN < 0.000961538 (0.0001) [view
[12 [IF2B_ HUMAN ~ [<0.000961538 (0.0001) [view
[13 [EIF31 HUMAN < 0.000961538 (0.0001) [view
[14 [IF4A2 HUMAN < 0.000961538 (0.0001) [view
[15 |CDC26 HUMAN < 0.000961538 (0.0001) [view
[16 |RLA2 HUMAN  |<0.000961538 (0.0001) |view
[17 [HSP71_HUMAN |<0.000961538 (0.0001) |view
[18 [RPN2_ HUMAN  |<0.000961538 (0.0001) |view
[19 [VIME HUMAN  |<0.000961538 (0.0001) |view
[20 |CHM4B_HUMAN < 0.000961538 (0.0001) |view
21 [ATPB_HUMAN < 0.000961538 (0.0001) [view
[22 [EFIA1_ HUMAN < 0.000961538 (0.0001) [view
[23 [PTRE_HUMAN < 0.000961538 (0.0001) [view
[24 [PRICI_HUMAN < 0.000961538 (0.0001) [view
[25 [IF4A1_ HUMAN < 0.000961538 (0.0001) [view
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http://www.ncbi.nlm.nih.gov/gene/1499
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.1499.cytoscape
http://www.ncbi.nlm.nih.gov/gene/5688
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.5688.cytoscape
http://www.ncbi.nlm.nih.gov/gene/5901
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.5901.cytoscape
http://www.ncbi.nlm.nih.gov/gene/7311
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.7311.cytoscape
http://www.ncbi.nlm.nih.gov/gene/23020
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.23020.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3312
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.3312.cytoscape
http://www.ncbi.nlm.nih.gov/gene/7415
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.7415.cytoscape
http://www.ncbi.nlm.nih.gov/gene/2934
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.2934.cytoscape
http://www.ncbi.nlm.nih.gov/gene/6188
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.6188.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3315
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.3315.cytoscape
http://www.ncbi.nlm.nih.gov/gene/6184
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.6184.cytoscape
http://www.ncbi.nlm.nih.gov/gene/8894
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.8894.cytoscape
http://www.ncbi.nlm.nih.gov/gene/8668
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.8668.cytoscape
http://www.ncbi.nlm.nih.gov/gene/1974
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.1974.cytoscape
http://www.ncbi.nlm.nih.gov/gene/246184
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.246184.cytoscape
http://www.ncbi.nlm.nih.gov/gene/6181
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.6181.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3303
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.3303.cytoscape
http://www.ncbi.nlm.nih.gov/gene/6185
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.6185.cytoscape
http://www.ncbi.nlm.nih.gov/gene/7431
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.7431.cytoscape
http://www.ncbi.nlm.nih.gov/gene/128866
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.128866.cytoscape
http://www.ncbi.nlm.nih.gov/gene/506
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.506.cytoscape
http://www.ncbi.nlm.nih.gov/gene/1915
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.1915.cytoscape
http://www.ncbi.nlm.nih.gov/gene/284119
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.284119.cytoscape
http://www.ncbi.nlm.nih.gov/gene/144165
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.144165.cytoscape
http://www.ncbi.nlm.nih.gov/gene/1973
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=REACTOME/list1.listnet.model_by_node.m1.1973.cytoscape

Table S2. Top down-regulated genes (Data base INTACT)

n
(1 [THIO HUMAN  |<0.000213904 (0.0001) |view
[2 [PRDX6 HUMAN |<0.000213904 (0.0001) |view
3 [PGBM_HUMAN < 0.000213904 (0.0001) |view
l4 |[K2C1B HUMAN |<0.000213904 (0.0001) |view
|5 |GBBI HUMAN < 0.000213904 (0.0001) |view
l6 |K1C16 HUMAN |<0.000213904 (0.0001) |view
|7 [SI0AA_HUMAN < 0.000213904 (0.0001) |view
8 [PSA7 HUMAN  |<0.000213904 (0.0001) |view
9 [H90B2 HUMAN |<0.000213904 (0.0001) |view
[10 [HSP7C_HUMAN |~ 0.000213904 (0.0001) |view
[11 [HS902 HUMAN  |<0.000213904 (0.0001) |view
[12 [AHNK_HUMAN  |<0.000213904 (0.0001) |view
[13 [TMEDA_HUMAN |< 0.000213904 (0.0001) |view
[14 [K2C1 HUMAN  |<0.000213904 (0.0001) |view
[15 [ALDOA HUMAN |< 0.000213904 (0.0001) |view
[16 [ITBI_HUMAN < 0.000213904 (0.0001) |view
[17 [RS3_ HUMAN < 0.000213904 (0.0001) |view
[18 [HSPBI_HUMAN < 0.000213904 (0.0001) |view
[19 |GBGI2_HUMAN < 0.000213904 (0.0001) |view
[20 [PPIB_HUMAN < 0.000213904 (0.0001) |view
21 [RHOC HUMAN  |<0.000213904 (0.0001) |view
[22 [TSPI_HUMAN  |<0.000213904 (0.0001) |view
[23 [CALR_HUMAN  |<0.000213904 (0.0001) |view
24 [FKBIA_HUMAN |<0.000213904 (0.0001) |view
[25 [RPNI_HUMAN < 0.000213904 (0.0001) |view
[26 [RAC2 HUMAN ~ |<0.000213904 (0.0001) |view
[27 [EIF31 HUMAN  |<0.000213904 (0.0001) |view
[28 |GDIB_HUMAN < 0.000213904 (0.0001) |view
[29 [RABIB_ HUMAN < 0.000213904 (0.0001) |view
30 |[APOE_HUMAN < 0.000213904 (0.0001) |view
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http://www.ncbi.nlm.nih.gov/gene/7295
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.7295.cytoscape
http://www.ncbi.nlm.nih.gov/gene/9588
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.9588.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3339
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.3339.cytoscape
http://www.ncbi.nlm.nih.gov/gene/374454
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.374454.cytoscape
http://www.ncbi.nlm.nih.gov/gene/2782
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.2782.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3868
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.3868.cytoscape
http://www.ncbi.nlm.nih.gov/gene/6281
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.6281.cytoscape
http://www.ncbi.nlm.nih.gov/gene/5688
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.5688.cytoscape
http://www.ncbi.nlm.nih.gov/gene/391634
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.391634.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3312
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.3312.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3324
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.3324.cytoscape
http://www.ncbi.nlm.nih.gov/gene/79026
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.79026.cytoscape
http://www.ncbi.nlm.nih.gov/gene/10972
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.10972.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3848
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.3848.cytoscape
http://www.ncbi.nlm.nih.gov/gene/226
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.226.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3688
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.3688.cytoscape
http://www.ncbi.nlm.nih.gov/gene/6188
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.6188.cytoscape
http://www.ncbi.nlm.nih.gov/gene/3315
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.3315.cytoscape
http://www.ncbi.nlm.nih.gov/gene/55970
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.55970.cytoscape
http://www.ncbi.nlm.nih.gov/gene/5479
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.5479.cytoscape
http://www.ncbi.nlm.nih.gov/gene/389
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.389.cytoscape
http://www.ncbi.nlm.nih.gov/gene/7057
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.7057.cytoscape
http://www.ncbi.nlm.nih.gov/gene/811
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.811.cytoscape
http://www.ncbi.nlm.nih.gov/gene/2280
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.2280.cytoscape
http://www.ncbi.nlm.nih.gov/gene/6184
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.6184.cytoscape
http://www.ncbi.nlm.nih.gov/gene/5880
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.5880.cytoscape
http://www.ncbi.nlm.nih.gov/gene/8668
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.8668.cytoscape
http://www.ncbi.nlm.nih.gov/gene/2665
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.2665.cytoscape
http://www.ncbi.nlm.nih.gov/gene/81876
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.81876.cytoscape
http://www.ncbi.nlm.nih.gov/gene/348
http://chemoprofiling.org/cytoscape/test.php?job=34293_1511970451&model=INTACT/list1.listnet.model_by_node.m1.348.cytoscape
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