www.oncotarget.com Oncotarget, Supplementary Materials

Schwann cell reprogramming and lung cancer progression: a
meta-analysis of transcriptome data

SUPPLEMENTARY MATERIALS

Supplementary Table 1: Functional annotation analysis of downregulated differentially expressed genes (DEGs) in
Schwann cells datasets using the DAVID tool

Term Count P value Genes Pop Fold Bonferroni
Hits Enrichment

WNTS5A, FGFR1, FGF18, FGF7,
WNTS5B, PGF, FGF11, BCL2L1,
TGFBI1, TCF7L1, CTNNBI, IGFIR,
BCL2, HHIP, WNT8B, FN1, EGFR,
TGFBRI1, CBL, RUNXITI, LEF1,
BIRCS, FZDS5, STK4, CDK2, PRKCB,
PLCG2, PDGFRA, JAKI1, WNTI9A,
ITGA2B

EGFR, FLT1, PGF, COL3A1, ITGB4,
ITGAI1L, ITGBS, ACTN2, CTNNBI,
hsa04510:Focal PRKCB, IGF1IR, CCND3, CCND2,

hsa05200:Pathways

. 31 6,88E-04
in cancer

328 1,899583052 0,096222132

oo 22 BSE-M4 pceRFl COMP BOLY. COL6AS, 201 2:199870214 0,118016284
PDGFRA, RELN, COLIAI, FN1,
ITGA2B
hsa05412:
Arrhythmogenic SLC8A1, SGCG, ITGB4, ITGA11,
right ventricular 11 0,0039537 LEFI, ITGB5, ACTN2, CACNAIC, 76 2,909038902 0,441413264
cardiomyopathy TCF7L1, ITGA2B, CTNNBI1
(ARVC)
EGFR, IGFIR, FGFR1, TGFBRI,
}’jﬁgﬁgio‘p‘dherens 11 0,00435076 LMO7, LEF1, ACTN2, INSR, TCF7L1, 77 2,871259176 0,473211952

FARP2, CTNNBI

WNTSA, WNTSB, LEF1, WNT9A,
9  0,00522849 HHIP, FZDS5, TCF7L1, CTNNBI, 55 3,288896874 0,537266618
WNTSB

CCNB2, CCND3, CCND2, RRM2,
10 0,00591844  ATR, GADDA45B, IGFBP3, GTSEI, 68 2955707975 0,582134333
CDK2, TP53AIP1

EGFR, IGFIR, BCL2, TGFBRI,

hsa05217:Basal cell
carcinoma

hsa04115:p53
signaling pathway

hsa05210:Colorectal

ancer 11 0,00808527 PDGFRA, LEF1, BIRCS, FZD5, 84 2,631987578 0,696801067
cance TCF7L1, TGFB1, CTNNBI

hsa04914:Progesterone- PGR, IGF1R, ADCY4, RPS6KA®6,

mediated oocyte 11 0,00950996 CCNB2, ANAPCS5, ADCYS, BUBI, 86 2,570778564 0,754548123
maturation PDE3A, CDC25C, CDK2

(Continued)



Term Count P value Genes Pop Fold Bonferroni
Hits Enrichment

PGR, IGFIR, ADCY4, RPS6KA®6,
12 0,01958301 CCNB2, ANAPC5, ADCYS, BUBI, 110 2,192597916 0,945374938
FBXOS, PTTG2, CDC25C, CDK2

WNTSA, WNTSB, WNT9A, HHIP,
LRP2, BMP7, IHH, WNT8B

COMP, COL6A3, COL3A1, ITGB4,
10 0,02228893  ITGAIL, ITGBS, RELN, COL1Al, 84  2,39271598 0,963612841

hsa04114:Oocyte
meiosis

hsa04340:Hedgehog

. . 8  0,01961551
signaling pathway

56 2,871259176 0,945640478

hsa04512:ECM-
receptor interaction

ITGA2B, FN1
hsa04916: WNTS5A, ADCY4, WNTSB, ADCYS,
- o 11 0,02390153 LEF1, WNTO9A, FZDS5, TCF7LI, 99  2,233201581 0,971452794
Melanogenesis

PRKCB, CTNNBI1, WNT&B

EGFR, PTGER1, ADCY4, SLC8AI,
hsa04020:Calcium 16 0.0271791 NOS1, ADCYS8, CACNAI1I PTGFR,
signaling pathway ’ PRKCB, EDNRA, AGTR1, ATP2A3,

RYR3, PLCG2, PDGFRA, CACNAI1C

ADCY4, SLC8AL, SGCG, ADCYS,
10 0,03744429 1TGB4, ITGA11, ITGBS, CACNAIC, 92 2,184653721 0,996338966
TGFBI, ITGA2B

CDC45, CCNB2, CCND3, ANAPCS,
hsa04110:Cell cycle 12 0,04460437 CCND2, BUBI, PTTG2, ATR, 125 1,929486166 0,998778376
CDC25C, GADD45B, CDK2, TGFB1

ALS2, SLC1A2, NOS1, GRIA2, BCL2,
RABSA, BCL2L1

176  1,82716493 0,982588545

hsa05414:Dilated
cardiomyopathy

hsa05014: Amyotrophic

lateral sclerosis (ALS) 7 0,04558666

53 2,65456037 0,998949816

The results revealed that downregulated consistent DEGs indicated the genes that were mainly associated with “Pathways
in cancer” and, “Focal adhesion”.

Supplementary Table 2: Functional annotation analysis of upregulated differentially expressed genes (DEGs) in
Schwann cells datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

CSHI1, MCHRI, F2RL3, GABRG3, PTH2R,

hsa04080:Neuroactive GRIK1, GABRA4, GABRB2, GLRA3,
ligand-receptor 24 1,95E-06 GABRAS, BRS3, FPR3, GRM1, TAARS, GH2, 256 3,075604839
interaction GHI1, SSTRS5, APLNR, P2RY 10, CHRM3,

GRIA2, CHRM1, ADRA1A, GPR50
hsa04950:Maturity
onset diabetes of the 4 0,03846734 HES1, HHEX, HNF1A, FOXA2 25 5,249032258
young
hsa00350:Tyrosine 5 0,04300193 DDC, PNMT, ADHI1B, DBH, FAH 44 3,728005865
metabolism

The results revealed that upregulated consistent DEGs indicated the genes that were associated with “Neuroactive ligand-
receptor interaction”, “Maturity onset diabetes of the young” and, “Tyrosine metabolism”.



Supplementary Table 3: Functional annotation analysis of downregulated differentially expressed (DEGs)
overlapped genes in Schwann cells and lung adenocarcinoma datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

CSHI, MCHRI1, F2RL3, GABRG3, PTH2R,

hsa04080:Neuroactive GRIK1, GABRA4, GABRB2, GLRA3,
ligand-receptor 24 1,95E-06 GABRAS, BRS3, FPR3, GRMI, TAARS, GH2, 256  3,07560484
interaction GHI1, SSTR5, APLNR, P2RY 10, CHRM3,

GRIA2, CHRM1, ADRAIA, GPR50
hsa04950:Maturity
onset diabetes of the 4 0,03846734 HES1, HHEX, HNF1A, FOXA2 25 5,24903226
young
hsa00350:Tyrosine 5 0,04300193 DDC, PNMT, ADH1B, DBH, FAH 44 3,72800587
metabolism
hsa00740:Riboflavin 3 0,08287513 ACP5, MTMR7, ACPP 16 6,15120968
metabolism

ATP2B2, PLCB4, CHRM3, CHRM1, ADRAIA,
10 0,08489932 GNAS, CACNAIE, CAMK2B, 176 1,86400293
CACNAIC, GRM1

hsa04020:Calcium
signaling pathway

The results revealed that downregulated consistent DEGs indicated the genes that were associated with “Neuroactive
ligand-receptor interaction”, “Maturity onset diabetes of the young” and, “Tyrosine metabolism”.

Supplementary Table 4: Functional annotation analysis of upregulated differentially expressed (DEGs) overlapped
genes in Schwann cells and lung adenocarcinoma datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

hsa04115:p33 3 0,02105574 CCNEI, CDKN2A, PERP 68 124632353

signaling pathway

hsa0034p:Hlst1d1ne > 009279159 DDC, ACY3 29 19,4827586

metabolism

No pathways were associated with upregulated DEGs.

Supplementary Table 5: Functional annotation analysis of downregulated differentially expressed (DEGs)
overlapped genes in Schwann cells and Lung squamous cell carcinoma datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

hsa04270:Vascular

smooth muscle 4 0,05024756  AGTRI, ADCY4, MYHI1, PPPIR14A 112 4,65659341
contraction

hsa04340:Hedgehog 4 6506050 WNT9A, HHIP, [HH 56 6,98489011
signaling pathway

No pathways were associated with upregulated DEGs.



Supplementary Table 6: Functional annotation analysis of upregulated differentially expressed (DEGs) overlapped
genes in Schwann cells and Lung squamous cell carcinoma datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

hsa04080:Neuroactive

. PTH2R, CHRM3, GABRAS,

hgand—rleceptor 5 0,02607792 GPR50, GRM1 256 4,13818359

interaction

ﬁi;?ilalys p33signaling 5 5301103 CCNEI, CDKN2A, PERP 68 9,34742647

The results revealed that upregulated consistent DEGs indicated the genes that were associated with “Neuroactive ligand-
receptor interaction” and, “p53 signaling pathway”.

Supplementary Table 7: Functional annotation analysis of downregulated miRNA target genes combined with
upregulated genes in lung adenocarcinoma datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

hsa04360: Axon SEMASA, DCC, SEMA6A, SEMAGD, CFL2,

guidance 5o SBE ROBO2, CXCL12, SLIT2 129 3,0055371

hsa04010:MAPK DUSP1, FGF14, JUN, PTPN5, MRAS,

signaling pathway 10000463642 \1RK) TGFBR2, RRAS, CACNB4, DUSPS 207 3:02300696

?sgggjiO:AdherenS 4 0,06686838 PTPRM, WASF3, TGFBR2, LMO7 77 4,19294991

The results revealed that downregulated target genes indicated the genes that were associated with “Axon guidance” and,
“MAPK signaling pathway”.

Supplementary Table 8: Functional annotation analysis of upregulated miRNA target genes combined with
downregulated genes in lung adenocarcinoma datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

hsa04080:Neuroactive

. GPR&83, CALCR, MCHR1, GABRRI, SSTR3,

:;%Z?i;icneptor 9 0,00512739 PRLR. PTH2R, GRIK3, GRIN2A 256 3,25035511

E2F1, E2F2, CKS1B, RET, HSP90B1, SLC2A1, 338 2,53686253

hsa05200:Pathways
? 0,0211608 SKP2, FGF11, WNT8B

in cancer
hsa05222:Small cell
lung cancer

The results revealed that upregulated target genes indicated the genes that were associated with “Neuroactive ligand-
receptor interaction” and, “Pathways in cancer”.

4 0,05907025 E2F1, E2F2, CKS1B, SKP2 84 4,4025974




Supplementary Table 9: Functional annotation analysis of downregulated miRNA target genes combined with
upregulated genes in Lung squamous cell carcinoma datasets using the DAVID tool

Term Count P value Genes Pop Fold
Hits Enrichment
hsa05414:Dilated 12 0,00134872 ITGA9, ADRBI1, ADCY9, ITGA1, RYR2, 92 3,12858901
cardiomyopathy SGCD, CACNB4, TTN, CACNAI1C, CACNAID,
CACNA2D2, TGFB2
hsa04270:Vascular ADORA2A, PRKGI1, PRKCE, ITPR1, PRKCB,
smooth muscle 13 0,00215565 PRKCQ, GNAQ, ADCY9, GUCY1A2, CALCRL, 112 2,78407177
contraction CACNAIC, PLCB2, CACNA1D
hsa05410:Hypertrophic ITGA9, IL6, ITGA1, RYR2, SGCD, CACNB4, TTN,
cardiomyopathy (HCM) 11 0,00250592 CACNAIC, CACNAI1D, CACNA2D2, TGFB2 85 3,10405105
hsa04020-Calcium GNA14, ERBB4, BST1, ADORA2A, ITPRI,
sionalin ) athwa 16  0,00599574 PRKCB, EDNRB, PLCEI, ADRB2, ADRBI, GNAQ, 176 2,18053173
ghating patiway ADCY9, RYR2, CACNAIC, PLCB2, CACNAID
PARDG6B, CLDN18, MAGI3, MAGI1, MPDZ,
hsa04530:Tight junction 13 0,00924044 PRKCE, PRKCB, EPB41L2, PRKCQ, EPB41L3, 134 2,32698536
TJP1, JAM2, MYHI10
) . . TJP1, ADRBI, GNAQ, ADCY9, GUCY1A2,
hsa04540:Gap junction 10  0,01095339 PRKG2, PRKG1, PLCB2, ITPR1, PRKCB 89  2,69503922
. IL18R1, IL6, BMP2, CXCLS5, IL6ST, FLT4, LEPR
hsa04060:Cytokine- P ’ ’ ’ ’ ’
) CSF1, TGFBR2, BMPR2, LIFR, IL6R, HGF,
icriteorl;lcr;eorneceptor 20 0,01177253 CXCL12, TGFB2, KDR, CCL13, TNFRSF10D, 262  1,83098084
PLEKHO2, CSF2RA
MEF2C, FGF7, FGF14, TGFBR2, CACNB4,
hsa04010:MAPK CACNA2D2, TGFB2, PRKCB, FOS, BDNF, DUSPI,
signaling pathway 20 0,01419803 RASGRP3, RPS6KA2, JUN, MAP3KS8, CACNAIC, 267 1,79669281
NFATC2, RAPGEF2, CACNAI1D, FGF2
SEMASA, PLXNC1, NRP1, SEMA3G, ABLIM3,
hsa04360:Axon
idan 12 0,01751762 CFL2, SEMA3E, ROBO2, UNC5C, NFATC2, 129 2,23124177
guidance CXCL12, SLIT2
152045 14-Cell adhesion NCAM2, ITGA9, CLDN18, PTPRM, CADM1,
nf lecules ( g AM )es N 12 0,02046188 CD34, HLA-DPA1, JAM2, SDC4, NEGRI, 132 2,18053173
oleeuies s HLA-DQA2, HLA-DQA1
hsa04730:Long-term GNAQ, GRIA1, GUCY1A2, PRKG2, PRKGI,
depression 8 0,02335132 PLCB2, ITPR1, PRKCB 69 2,78096801
hsa04640:Hematopoietic CDS55, IL6, CD34, CSF1, FCGRI1A, ITGA1, IL6R,
cell Tineage 9 0,02540041 CSF2RA, CDIE 86  2,51014699
hsa04630:Jak-STAT PIK3CG, SPRY1, IL6, SOCS2, SOCS3, IL6ST,
signaling pathway 13 0,02663018 STATSA, LEPR, LIFR, IL6R, CSF2RA, SPRY4, CISH 155 2,01171637
PIK3CG, IL6, BMP2, FGF7, FGF14, STAT5A,
hsa05200:Pathways in MITF, TGFBR2, RUNXI1T1, HGF, FZDS5, FZD4,
cancer 22 0,02976063 Ry DAPKI, PRKCB. FOS, ETSI, JUN, 328 1,60880695
RARA, AXIN2, FGF2, CSF2RA
?iszﬁSMZt?rr?YThmogemc 8 0,03717375 ITGA9, ITGAI, RYR2, SGCD, CACNB4, 76  2,52482622
gt ventricu'ar : CACNAIC, CACNAID, CACNA2D2 :
cardiomyopathy (ARVC)
hsa04930:Type 11 PIK3CG, SOCS2, SOCS3, CACNAI1C, PRKCE,
diabetes mellitus 6 0,04376766 CACNAID 47 3,06202328
hsa04912:GnRH 9 0.04959421 GNAQ, ADCYY, JUN, HBEGF, CACNAI1C, 08 220278206

signaling pathway

PLCB2, CACNAI1D, ITPR1, PRKCB

The results revealed that downregulated target genes indicated the genes that were associated with “Dilated

cardiomyopathy” and, “Vascular smooth muscle contraction”.



Supplementary Table 10: Functional annotation analysis of upregulated miRNA target genes combined with
downregulated genes in Lung squamous cell carcinoma datasets using the DAVID tool

Term Count P value Genes Pop Hits Fold
Enrichment

hsa00030:Pentose 5 g 37p oy PGM2, GPI, G6PD, PGD, PRPS?2 25 11,3

phosphate pathway

hsa04110:Cell 7 002160488 FE2F2 YWHAZ YWHAQ, SKP2, CDK6, MCM4, 125 3164

cycle CDK2

hsa05200:Pathways EGFR, BID, WNT5A, E2F2, CKS1B, WNT7B,

in cancer 12 0,02689791 SKP2, FGF11, TFG, LEF1, CDK6, CDK2 328 2,06707317

hsa04310:Wnt WNT5A, TBLIXR1, WNT7B, DKK1, SFRPI,

signaling pathway 0,04798391 SFRP2, LEF1 151 2,6192053

hsa03222:Small 5 0,05876079 E2F2, CKS1B, SKP2, CDK6, CDK2 84 3,36309524

cell lung cancer

The results revealed that upregulated target genes indicated the genes that were associated with “Pentose phosphate

CEINNT3

pathway”, “Cell cycle”, “Pathways in cancer”, and “Wnt signaling pathway”.
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Supplementary Figure 1: Heatmap of Cdhl, Mmp9, Ccnel, Perp, Gfap, Slit2, Mki67, Grm1, Cdh2, Gap43 and, Robo2
differentiated expressed genes (DEGs) in LUSC samples.
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Supplementary Figure 2: Heatmap of Cdhl, Mmp9, Ccnel, Perp, Gfap, Slit2, Mki67, Grml1, Cdh2, Gap43 and, Robo2
differentiated expressed genes (DEGs) in in LUAD samples.
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Supplementary Figure 3: Methylation analysis of GrmlI gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.



annotation data gender statistics sample type

| gene RNA-seq v2 (log2) | female p Wilcoxon rank-sum test | primary solid tumor
transcript infinium 450k | male P <0.05 p=0.05 |solid tissue normal
| CpG island slide/clinical data I Pearson correlation
missing data *** p < 0.001
**  p<0.01
* p <0.05
p = 0.05

comparison to: expression

lymphocyte infiltration , o | r = -0.0708

age at diagnosis r=-0.144 *

pack years smoked o el L I N Ll r = -0.0243

tobacco smoking history 4 il Ik il | [ Jul I il r = -0.0175

10060 pathologic stage teubillbtblab mn mm btttk il LT = -0.0614
gender 1M T AR/ TN - = @377
sample type I IEIIIE Ip = 0.541

» expression

€g26451355
. AN A A e
r = -0.104
| PR VPR VPN CPT 6 VY ¥ (PO OV MuvoowassMori s stha st hA st sobso o Mg bt rbamand r = -0.0653

T W A A A n T SOETT N a. " = -0.104
r = -0.120 *

r = -0.144 **

r=-0.128 *

s A Ao s Aot bt AR thy Ml = -0 184 *++

| VORI i VT U A POPETON | " dengepeaaad o ofe o F S =9.120

| B Aah ik A FUW VI VDO RIS WOUW o TUeT L -0.0888
r = +0.110 *

e A s sttt M MM A A st d LAMLL T = +0 - 0344
AN b b AP T A A A AL, ¢ = 0134+
Ao et AN I N M ttan A A Sl T = 40245 **
Mg A AN A A A AN AR MM it At P A AL A MAMA Ay T = +0. 196 %
Al i bt A AN MR et A st T = #0262 %%
A A A ADA AP, MRS Al = +© - 0852
AL st byt s s Ao A A A MM s AN AL IR S, T = #0230 %%
Iy A AAAR AN by et AN AV S MyaA M MAD WY 1+ = +0.106 ***

B IR AW ar v VA m A 1A nt s invad | D MW Salry TS +0.208 *E*

P M At A A A b ts At MDA S irth Mottt hschars T = +0 . 206 >3
W AR P W NI = 40,209 ***

e -
r = +0.177 **
“UWU Wy T WVWWVr=+0.250 Hkk

VUV A IR g A A Y - = g 334 %
ettt i ohivaalypatibawsimaa bbb gy = +0.313 ***
PN s A A A MR DM AN AR M T = +0.260 ***
oA AN L s ML s T = +0.322 ***

A oA b Nl S b P T = +0.287 %%
vy v b AN A A A M - = 40,437 ***

- {0 oMbyt A BASAA ANV st A e b A A © = +0. 184 ***

Supplementary Figure 4: Methylation analysis of GrmI gene in Lung squamous cell carcinoma. The highlighted probes
are promoter gene region.
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Supplementary Figure 5: Methylation analysis of Ccnel gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 6: Methylation analysis of Ccnel gene in Lung squamous cell carcinoma. The highlighted probes
are promoter gene region.
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annotation data gender statistics
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Supplementary Figure 7: Methylation analysis of Cdkn2a gene in lung adenocarcinoma. The highlighted probes are

promoter gene region.
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Supplementary Figure 8: Methylation analysis of Cdkn2a gene in Lung squamous cell carcinoma. The highlighted
probes are promoter gene region.
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Supplementary Figure 9: Methylation analysis of Perp gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 10: Methylation analysis of Perp gene in Lung squamous cell carcinoma. The highlighted probes
are promoter gene region.
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Supplementary Figure 11: Methylation analysis of Cdhl gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 12: Methylation analysis of Cdhl gene in Lung squamous cell carcinoma. The highlighted probes
are promoter gene region.
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Supplementary Figure 13: Methylation analysis of Cdh2gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 14: Methylation analysis of Cdh2 gene in Lung squamous cell carcinoma. The highlighted probes
are promoter gene region.
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Supplementary Figure 15: Methylation analysis of Mmp9 gene in lung adenocarcinoma. The highlighted probes are

promoter gene region.



annotation data gender statistics sample type

| gene RNA-seq v2 (log2) | female p Wilcoxon rank-sum test | primary solid tumor
transcript | infinium 450k | male p<0.05 p=0.05 ]solidtissue normal
| CpG island slide/clinical data I Pearson correlation
missing data st op<e.001
**  p<0.01
* p < 0.05
p = 0.05
comparison to: expression
lymphocyte infiltration | ...l . r = +0.126 *
age at diagnosis [l Vi |||||||mm||||1|ull||| IIIlnllIII|IIII[lllllhllllHllllll|IIIl|II|||||[||l||||||||[lII||||IIIIHI|l||||1|\]|l|l||||l|llnl|||||I r = +0.0694
paCkyeaG;smOkEd sk b bbb v e sl il T e b bbb ik o, e e it © = -0 0522
tobacco smoklng Hvistory’ il A b bl A = - . 0379
PAthOIOGIC StAGE yi, il elet e it bl il ||..‘. = +0.0262
gender = 0.4
sample type _ p = 2.47e-4
Sttt e e e

» expression

1kh b Y ol ) t t v ’ ll r=-0.183

o e o kA Lot AN Wi O S s (M o AN M bbbl W £br v = 0273 Fx
.0898

r = +0.0712

r = +0.133 *
\r = +0.149 *

r = +0.272 *

| : @ PR | . \ ' & n wb
1 no data
| . bttt A e MDD - = 00227
1 VO AR rh o ANt o o e Mol W et D VALY DA g WM 0 (PN T = 00423
MWAAAANAM) i y, M A A Ml AM A A M A mA WA AN = +0.0396
= -0.0565
= +0.193
= +0.358 ***
= +0.218 ***
= +0.136 *
= +0.199 ***
= +0.143 *

| VX A 'y |V T T | A A
VT | A M Al A A
v 1 M A A | I L

no data

e = L
-

= +0.214 ***

Supplementary Figure 16: Methylation analysis of Mmp9 gene in Lung squamous cell carcinoma. The highlighted
probes are promoter gene region.
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Supplementary Figure 17: Methylation analysis of Gap43 gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 18: Methylation analysis of Gap43 gene in Lung squamous cell carcinoma.
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Supplementary Figure 19: Methylation analysis of Gfap gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 20: Methylation analysis of Gfap gene in Lung squamous cell carcinoma. The highlighted probes
are promoter gene region.
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Supplementary Figure 21: Methylation analysis of Robo2 gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 22: Methylation analysis of Robo2 gene in Lung squamous cell carcinoma. The
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Supplementary Figure 23: Methylation analysis of S/it2 gene in lung adenocarcinoma. The highlighted probes are
promoter gene region.
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Supplementary Figure 24: Methylation analysis of S/it2 gene in Lung squamous cell carcinoma. The highlighted probes
are promoter gene region.
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Supplementary Figure 25: Copy number alteration and mRNA expression analysis in lung adenocarcinoma and lung

squamous cell carcinoma.
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Supplementary Figure 26: RRPA analysis of MEK1 (A), MEK1 pS217S221 (B), Erk2 (C), PRAS40 pT246 (D), AKT _
pT308 (E), AKT pS473 (F), CRAF (G), CRAF pS338 (H), GSK3 pS9 (I), GSK3ALPHABETA pS21S9 (J) proteins in
lung adenocarcinoma and lung squamous cell carcinoma.
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Supplementary Figure 27: TIMER Survival analyses in lung adenocarcinoma (LUAD) and lung squamous cell
carcinoma (LUSC). Upregulation of Ccnel, Mki67 and, Gap43 downregulation of Robo2 are associated with poor survival
in LUAD. Upregulation of S/it2 is associated with poor survival in LUSC.



