ORI U A W=

Gene Symbol logFC P.Value adj.P.Val
COLIIAI 2.663813678 5.57E-48 1.79E-46
CLDNI8 -2.655746145 2.58E-51 1.19E-49
ADHIB -2.581876586 1.63E-46 4.80E-45
MMPI?2 2.574903494 1.18E-45 3.22E-44
WIF1 -2.506725855 7.70E-40 1.25E-38
SFTPC -2.495682052 1.37E-34 1.44E-33
FABP4 -2.445039233 4.71E-64 7.53E-62
TMEM100 -2.434622234 2 44E-59 2.39E-57
SCGBIAI -2.383422791 1.86E-22 8.18E-22
SPPI 2.334613484 5.69E-62 6.97E-60
GKN2 -2.29543194 7.08E-57 5.57E-55
AQP4 -2.26575711 8.51E-36 9.83E-35
MMPI 2.236508033 4 42E-31 3.63E-30
CPB2 -2.221414391 9.71E-46 2.67E-44
GREM1 2.204186809 3.00E-43 6.65E-42
CYP4BI -2.169222561 1.20E-36 1.48E-35
AGER -2.136906649 8.83E-88 4 45E-84
GJB2 2.087157453 1.76E-42 3.62E-41
SFTPA2 -2.051344116 7.03E-24 3.40E-23
CLICS -2.037431569 3.03E-63 4 42E-61
ADRBI -2.030868236 3.25E-52 1.63E-50
TOP2A 2.014367341 4.67E-60 4.75E-58
MAMDC?2 -2.013077713 4.22E-49 1.51E-47
HS6ST?2 1.995895019 1.32E-45 3.59E-44
SFTPD -1.952742143 7.74E-32 6.73E-31
ABCAS -1.952485506 1.91E-54 1.17E-52
COLIOAI 1.947206526 3.66E-60 3.85E-58
FAMI107A -1.94635245 1.24E-75 1.39E-72
MCEMPI -1.935165034 7.33E-63 9.59E-61
TNNCI1 -1.930838473 1.15E-68 3.75E-66
FCN3 -1.920689657 7.14E-64 1.11E-61
AKRIBI0 1.913926947 9.01E-22 3.79E-21
MTIM -1.907263845 2 46E-54 1.49E-52
GPM6A -1.902624456 2.71E-81 6.84E-78
KRT6A 1.866798256 9.34E-17 2.87E-16
PEBP4 -1.862824127 7.19E-44 1.69E-42
SDPR -1.861487998 2.86E-58 2.53E-56
SCN7A -1.844848022 6.65E-46 1.85E-44
INMT -1.839407425 5.76E-57 4.61E-55
CXCLI3 1.79184175 2.13E-28 1.42E-27
HBB -1.770917395 2.14E-50 8.89E-49
ANLN 1.770778898 1.98E-50 8.24E-49
TCF21 -1.765967795 5.32E-63 7.25E-61
CD36 -1.747831139 2.10E-56 1.54E-54
IGF2BP3 1.742751736 3.98E-33 3.72E-32
SCGB3A2 -1.739967765 4.84E-17 1.52E-16
LRRK?2 -1.739188517 5.16E-39 7.76E-38
CHRDLI -1.738466927 8.99E-45 2.27E-43
CTHRCI 1.733147754 1.19E-58 1.10E-56
SPINK1 1.732941354 1.10E-17 3.60E-17
HHIP -1.721958364 4.86E-50 1.94E-48
PPBP -1.720413923 9.10E-43 1.93E-41
COL6A6 -1.717423112 6.29E-52 3.07E-50
C2orf40 -1.710910503 1.15E-41 2.21E-40
GPX2 1.70520818 1.59E-21 6.60E-21
CEACAMS 1.701245182 1.24E-17 4.02E-17
FOSB -1.699225633 9.52E-36 1.10E-34



58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
929
100
101
102
103

S100A2
PGC

c7
TFAP2A
FMO?2
OGN
STXBP6
VEPH]I
ADAMTSS
FAM150B
PTPRB
CDCA7
DLGAP5
PDK4
TMPRSS4
FHLI
ADIRF
BTNL9
IL6

SOX7
SOSTDC1
SUSD2
ANKRD?29
PSATI
CXCL2
NCKAP5
ASPM
ABI3BP
LPL
PLA2GIB
SLC2A1
CDC20
GINS1
RRM?2
TPX2
EDNRB
ACADL
LAMP3
NEK?2
MELK
CA4
MARCO
AGTRI
S100A12
PCOLCE2
LEPR

1.698578459
-1.68449976
-1.67456594
1.664894295
-1.662338116
-1.66062051
-1.657343316
-1.657255304
-1.656059102
-1.655821883
-1.653827903
1.650737609
1.646162212
-1.640954973
1.634397285
-1.622980044
-1.619882459
-1.609885457
-1.60063726
-1.599491119
-1.595241831
-1.577682473
-1.573911876
1.570113621
-1.564517289
-1.561720003
1.560963466
-1.558353841
-1.555105676
-1.550192724
1.542417609
1.542063794
1.536462223
1.531842112
1.531554798
-1.530877603
-1.517576379
-1.517435283
1.5157416
1.510749552
-1.504747964
-1.504515354
-1.503517517
-1.502949761
-1.502567684
-1.501624592

5.57E-24
2.24E-25
4.74E-36
7.51E-44
343E-57
7.98E-40
9.05E-56
3.57E-49
3.61E-64
3.88E-63
1.05E-63
1.12E-53
2.66E-48
2.31E-40
6.10E-46
1.58E-56
1.48E-55
1.78E-77
5.39E-37
6.29E-50
1.56E-33
1.85E-31
6.79E-47
1.94E-48
1.85E-36
4.64E-70
3.35E-46
3.87E-47
1.21E-44
9.57E-37
8.54E-42
3.39E-49
1.09E-54
7.07E-48
7.34E-47
3.94E-72
1.61E-57
4 40E-44
1.49E-47
1.37E-49
1.68E-93
2.99E-51
9.94E-54
1.52E-40
8.48E-43
6.39E-47

2.71E-23
1.20E-24
5.55E-35
1.75E-42
2.81E-55
1.29E-38
6.25E-54
1.28E-47
6.28E-62
542E-61
1.57E-61
6.42E-52
8.79E-47
3.90E-39
1.70E-44
1.19E-54
9.88E-54
3.00E-74
6.84E-36
2.45E-48
1.50E-32
1.57E-30
2.05E-45
6.50E-47
2.25E-35
1.73E-67
9 47E-45
1.19E-45
3.04E-43
1.19E-35
1.65E-40
1.22E-47
6.89E-53
2.27E-46
2.20E-45
1.97E-69
1.34E-55
1.06E-42
4.72E-46
5.06E-48
1.70E-89
1.36E-49
5.72E-52
2.64E-39
1.80E-41
1.94E-45

Supplementary Table 1. 103 differentially expressed genes in 925 primary NSCLC

tumors compared to 193 normal lung tissues from merged microarray data



Gene

Division Category Symbol Full Name logFC PValue  Adj.P.Value
Core matrisome Collagens COLI1IAI  collagen, type XI, alpha 1 2.663814 5.57E-48 1.79E-46
Core matrisome Collagens COL10A1  collagen, type X, alpha 1 1.947207 3.66E-60 3.85E-58
Core matrisome Collagens COL6A6 collagen, type VI, alpha 6 -1.71742  6.29E-52 3.07E-50
Core matrisome ECM Glycoproteins SPPI1 secreted phosphoprotein 1 2334613 5.69E-62 6.97E-60
Core matrisome ECM Glycoproteins TNNC1 Troponin C Type 1 -1.93084 1.15E-68 3.75E-66
Core matrisome ECM Glycoproteins CTHRCl1 Collagen Triple Helix Repeat Containing 1 1733148 1.19E-58 1.10E-56
Core matrisome ECM Glycoproteins ABI3BP ABI Family, Member 3 (NESH) Binding Protein -1.55835 3.87E-47 1.19E-45
Core matrisome ECM Glycoproteins PCOLCE2  Procollagen C-endopeptidase enhancer 2 -1.50257 8.48E-43 1.80E-41
Core matrisome Proteoglycans OGN Osteoglycin -1.66062  7.98E-40 1.29E-38
Matrisome-associated ECM Regulators MMP12 Matrix Metallopeptidase 12 2.574903 1.18E-45 3.22E-44
Matrisome-associated ECM Regulators MMP1 Matrix Metallopeptidase 1 2236508 4.42E-31 3.63E-30
Matrisome-associated ECM Regulators ADAMTSS ﬁlgl‘?fltﬂsMe‘a“""e"“da“ With Thrombospondin Type Iy s5606 3 61E-64 6.28E-62
Matrisome-associated ECM-affiliated Proteins ~ SFTPC Surfactant Protein C -2.49568 1.37E-34 1.44E-33
Matrisome-associated ECM-affiliated Proteins ~GREM1 Gremlin 1, DAN Family BMP Antagonist 2204187 3.00E-43 6.65E-42
Matrisome-associated ECM-affiliated Proteins ~ SFTPA2 Surfactant Protein A2 -2.05134 7.03E-24 3.40E-23
Matrisome-associated ECM-affiliated Proteins ~ SFTPD Surfactant Protein D -1.95274 7.74E-32 6.73E-31
Matrisome-associated ECM-affiliated Proteins ~ FCN3 Ficolin (Collagen/Fibrinogen Domain Containing) 3 -1.92069 7.14E-64 1.11E-61
Matrisome-associated Secreted Factors WIF1 WNT Inhibitory Factor 1 -2.50673 7.70E-40 1.25E-38
Matrisome-associated Secreted Factors CHRDLI Chordin-Like 1 -1.73847 8.99E-45 227E-43
Matrisome-associated Secreted Factors S100A2 $100 Calcium Binding Protein A2 1.698578 5.57E-24 2.71E-23
Matrisome-associated Secreted Factors CXCL2 Chemokine (C-X-C Motif) Ligand 2 -1.56452 1.85E-36 2.25E-35
Matrisome-associated Secreted Factors CXCL13 Chemokine (C-X-C Motif) Ligand 13 1.791842 2.13E-28 1.42E-27
Matrisome-associated Secreted Factors IL6 Interleukin 6 -1.60064 5.39E-37 6.84E-36
Matrisome-associated Secreted Factors HHIP Hedgehog Interacting Protein -1.72196  4.86E-50 1.94E-48
Matrisome-associated Secreted Factors S100A12  S100 Calcium Binding Protein A12 -1.50295 1.52E-40 2.64E-39
Sﬁ;t‘;‘fé;‘tv:e‘cergfiﬁ““’“ ofextracellularmatrix . pp Carboxypeptidase B2 222141 9.71E-46 2.67E-44
GO: extracellular matrix MAMDC2 MAM Domain Containing 2 -2.01308 4.22E-49 1.51E-47
GO: extracellular matrix LPL Lipoprotein Lipase -1.55511  1.21E-44 3.04E-43
KEGG Pathway: ECM-receptor interaction CD36 CD36 Molecule (Thrombospondin Receptor) -1.74783 2.10E-56 1.54E-54

Supplementary Table 2. The 29-gene EPPI signature



Coefficient
ABI3BP -0.21974
ADAMTSS -0.26293
CD36 -0.11736
CHRDLI -0.22765
COLIOAI 0.04877
COLI1AI 0.17054
COLG6A6 -0.12759
CPB2 -0.19902
CTHRC1 0.24657
CXCLI13 0.02854
CXCL2 -0.12715
FCN3 -0.11796
GREM1 0.14724
HHIP -0.10455
IL6 -0.08435
LPL -0.16277
MAMDC2 -0.2063
MMPI 0.07096
MMPI2 0.1102
OGN -0.18096
PCOLCE2 -0.08783
S100A12 0.06275
S100A2 0.09983
SFTPA2 -0.06167
SFTPC -0.07547
SFTPD -0.11602
SPP1 0.18793
TNNCI -0.13064
WIF1 -0.10011

Supplementary Table 3. Cox regression coefficient used in EPPI risk score computation
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Supplementary Table 5. Previously reported prognostic gene signature for NSCLC
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Supplementary Figure 1. Patient stratification based on EPPI gene expression using
unsupervised hierarchical clustering. Patients divided into two groups had consistently
different clinical outcomes of OS across multiple validation cohorts, demonstrating
significant association between survival and the EPPI gene signature.
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are critical factors to be considered for development of clinically applicable multi-gene assay

for prognosis.
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Supplementary Figure 3. Comparison to previously reported gene panels with biological
implications. Of existing prognostic gene panels for NSCLC tumors, those selected based on
biological motives (without prior known survival information) were selected and illustrated
for HR, validation sample size, number of genes and respective biological properties, which
are critical factors to be considered for development of clinically applicable multi-gene assay

for prognosis.



