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[image: ]Table 1. Enrichment analysis of genes whose expression changed 3 hours after the addition of PACAP to HCEC2 cell culture medium. The list of genes showing altered expression was classified into GOTERM_BP_DIRECT using the DAVID tool. Only terms with a p value <0.05 by the DAVID tool are shown.





















Table 2. Enrichment analysis of the genes whose expression changed 3 hours after the addition of PACAP to HCEC2 cell culture medium. The list of genes showing altered expression was classified into GOTERM_MF_DIRECT using the DAVID tool. Only terms with a p value <0.05 by the DAVID tool are shown.
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Table 3. Enrichment analysis of the genes whose expression changed 18 hours after the addition of PACAP to HCEC2 cell culture medium. The list of genes showing altered expression was classified into GOTERM_BP_DIRECT using the DAVID tool. Only terms with a p value <0.05 by the DAVID tool are shown.
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Table 4. Enrichment analysis of the genes whose expression changed 18 hours after the addition of PACAP to HCEC2 cell culture medium. The list of genes showing altered expression was classified into GOTERM_MF_DIRECT using the DAVID tool. Only terms with a p value <0.05 by the DAVID tool are shown.
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GOTERM_BP_DIRECT
3hr scratch + PACAP UP

Term PValue Genes

G0:0043407~negative regulation of MAP kinase activity 0.005 RGS14, IRAK3, AGT

G0:0061469~regulation of type B pancreatic cell proliferation 0.020 NR4A1, NR4A3

(G0:0071376~cellular response to corticotropin-releasing 0.025 NR4A1, NR4A3

homone stimulus

G0:0048660~regulation of smooth muscle cell proliferation 0.031 NPPC, NR4A3

GO:0006357~regulation of transcription by RNA polymerase 0.036 ZNF253, NR4A1, ZNF594, NR4A3, PHF20, MTF1,

I ZKSCAN2, ESR2, FLI1, HOXC6

G0:0006979~response to oxidative stress 0.048 PRDX3, RGS14, MTF1

3hr scratch + PACAP DOWN

Term PValue Genes

G0:0019725~cellular homeostasis 0.012  [SLC22A12, RHOT1, AQP1

G0:0007264~small GTPase-mediated signal transduction 0.014  |ARHGAP32, RHOT1, PLCE1, PLD1, RERG

G0:0018107~peptidy -threonine phosphorylation 0.016  [TBK1, CSNK2A1, CSNK2A3, PRKCA

G0:0018105~peptidy-serine phosphorylation 0.017  |RPS6KAS, TBK1, CSNK2A1, CSNK2A3, ATM,
PRKCA

G0:0016310~phosphorylation 0.018  |PDXK, PANK2, CSNK2A1, CSNK2A3, FLT4,
CKMT1A, PRKCA, MAPK15, PALM2AKAP2,
RPS6KAS, TBK1, CKMT1B, TNIK

G0:0006954~inflamm atory response 0.020  |CXCLS, IL1RL2, RPSBKAS, TBK1, VNN1, IL23R,
ITGB2, CXCR6, BMP6, CMKLR1

G0:0016055~Wnt signaling pathway 0.023  |AMER3, CSNK2A1, APC, MITF, TNIK, DACT1

G0:0007155~cell adhesion 0.027  |MAGI1, BCAN, APC, PCDHB16, ITGB2, SPP1,
CNTN2, COL6A3, PGMS, PRKCA, PARD3B

G0:0001172~RNA-templated transcription 0.028 |[POLR2A, TERT

G0:0071878~negative regulation of adenylate cyclase- 0.038  |ARRDC3, ATP2B4

activating adrenergic receptor signaling pathway

G0:0007399~nervous system development 0.045 |DOC2A, APC, DPF1, TRIM3, NEURL1, SPRY3,
CRMP1, ARID1A, BENDS

G0:0046314~phosphocreatine biosynthetic process 0.047  [CKMT1A, CKMT1B

G0:0045732~positive regulation of protein catabolic process 0.050 |CSNK2A1, APC, CSNK2A3, DACT1
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GOTERM_MF_DIRECT
3hr scratch + PACAP UP

Tem PValue Genes
G0:0003677~DNA binding 0.010 NR4A1, NR4A3, ZMAT1, POLN, PHF20, MTF1,
ZKSCAN2, ESR2, FLI1, HOXC6
GO:0004879~nuclear receptor activity 0.013 NR4A1, NR4A3, ESR2
G0:0000978~RNA polymerase |l cis-regulatory region 0.018 ZNF253, NR4A1, ZNF594, NR4A3, MTF1, NLRCS,
sequence-specific DNA binding ZKSCAN2, ESR2, FLI1, HOXC6
3hr scratch + PACAP DOWN
Tem PValue Genes
G0:0003968~RNA-dependent RNA polymerase activity 0.030 [POLR2A, TERT
G0:0106310~protein serine kinase activity 0.036  |RPSBKAS, TBK1, CSNK2A1, STK35, CSNK2A3, ATM,
PRKCA, TNIK, MAPK15
G0:0004674~protein serine/threonine kinase activity 0.044  |RPSBKAS, TBK1, CSNK2A1, STK35, CSNK2A3, ATM,
PRKCA, TNIK, MAPK15
G0:0050840~extracellular matrix binding 0.045 ITGA2B, SPP1, CD248
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GOTERM_BP_DIRECT

18hr scratch + PACAP UP
Term PValue Genes

(GO.0060038- cardiac musce cel priferation 0.000 _[SKI, FGF9, HEY2, ABL1

(GO.0071347~celular response to intereukin-1 0.001__[CCL3L1, CCL3L3, KMO, MAP2K7, GBP2

(GO.0007420brein development 0.005__[SDK1, GRIN2A, TBR1, CNTNA, MEIS3, L1CAM

(GO.0038096-~Fogamma receplor signaling pethway 0005 |VAV3, YES1, ABLT

involved n phagocytosts

(G0.0070374~postire regulation of ERK1 and ERK2 0,006 |CCL3L1, CCL3L3, ABLY, IGF1, MAP2K7, SCIMP

cascade

(GO.0008285-neget & regulation of cel popuiation 0.007 [SKI, SFRP4, AZGP1, CCL3L1, SST, CCL3L3, CONG,

priferation VD4

(G0.000836 1-reguiaion of el sze- 0.007__|VAV3, MSN, ARHGAP 3%

(GO.0060731~postir e regulation of peplicy Hyrosine: 0,009 |YES1, DGKQ, ABLT, IGF1

phosphon lation

(GO.0009410respanse to xenobiotcstimulus 0,010 |VAV3, GRIN2A, SST, ABL1, CYBB, DMD

(GO.0007165~signal trensduction 0,011 |PDE1A, GPR85, ARHGAP29, NRG2, IGFT, ESRI,
ESR2, P2RX5, FGF9, DGKQ, CONG, ABL1, MAP2KT,
ASIC3

(GO.0045931~postin e requlaion of mtolc cell e 0.014__[SMOC2 TALT, ABLT

(GO.0061649-estabishment of ocaleation in cell 0.017__|CROCC, MTTP, ABL1, ASIC3

(GO.0061844-antimicrotial humoral immune response: 0018 |CCL3L1, CCL3L3, DEFBIZ, GALP

medicted by artimicrobia peptide

(GO.0009408-response to heat 0,020 [IGF1, MAP2K7, ASIC3

(GO.0001654-¢ e development 0,020 [FGF9, MEIS3, CHRDL

(GO.0007411~axon guidence 0,022 _[SDK1, 1GDCC4, CNTN, L1CAM, ARHGAP%

(G0.0014904-my cube cel development 0025 [DMD, IGF1

(G0.0007098- centrosome oy e 0.0%6 |CROCC, CCDC42 HAUS6

(GO.0048146-~postiv e regulaion of fibroblest prolferation 0.081__|ABL1, IGF1, ESR1

(GO.0048167-requlaton of s naptic plesicky 0.041__[GRIN2A, CNTNA, CHRDL1

(G0.000%11-response to wounding 0.045_|GRIN2A, ABHD2, MAP K7

(G0.0097553-~calcum ion transmembrane import o oytosol | 0.045_|GRIN2A, SLCBA T

(GO.0007623- crcdien thythm 0.047 _|MTTP, SCNSA, TIMELESS

18hr scratch + PACAP DOWN

Term PValue Genes

(G0.0001895-retina homeostasis 0010 _[WHRN, ATP1B2, CNGB1

(GO.000%66-fertization 0.017__[RIMBP3, RIMBP3C, APOB, RIMBP38

(G0.0001502- catiage condensation 0018 |MGP, BMPRIB, BARX2

(G0.0006338-~chromatin remodeing 0,025 |FOXA1, LOCG54780, KDM34, PRKAA2, SRCAP,
C6ORFE9, PROM2, ATM, ASH1L

(GO.0008584-make gonad dev elopment. 0.028 _[KCNET, WNT2B, AGO4, INHA, INSL3

(GO.0061932-synaptictransmission, GABAergic 0,029 [CLSTN3, GABRD, HAPLN4

(G0.0046847-fiopodum assembly 0029 [FMNL3, TIYHLER

(GO.0010842-retina lay e formation 0.029_|Rs, SDK1, SDK2.

(G0.0030199~colgen fbil organization 0,029 |TNXB, COL1A2 TLL2 EMIDT

(GO:2000042- gt regulaion of double-strand break 0.081  |HELB, CSNK2AT, KLHLT5

repair via homologous recombination

(GO.0042744-hy drogen peroxide cataboli process 0.085__[HBA2. APOA4, HBAT

(G0.0007157-eterophiic celcel adhesion via plasma 0038 |PSG8 CD209, PSG4, PSG7

membrare cell adhesion molecues

(GO.0031175-neuron projecton development 0.089__[SAMD14, ATCAY, TNXB, TNXA, MAP4

(GO.000715-kwkoote cel-cel achesion 0042 [CD209, APOA4, EZR

(GO.0001501~skeletal sy stem development 0,045 [COL1A2 ASHIL INHA, HAPLNA, EMIDT

(GO.00485 1~rhythmic process 0.047__[LOCB54780, PRKAA2 CSNK2A1, TP53

GO .0030185-nitric oxide transport 0.060 |HBA2. HBA1
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GOTERM_MF_DIRECT
18hr scratch + PACAP UP

Tem PValue Genes

G0:0098632~cell-cell adhesion mediator activity 0.002 SDK1, PLXNB3, CNTN4, L1CAM

G0:0003707~nuclear steroid receptor activity 0.006 |ABHD2, ESR1, ESR2

GO:0019899~enzyme binding 0.013 | YES1, TAL1, MSN, MDM4, MAP2K7, ESR1, ESR2

G0:0000978~RNA polymerase |l cis-regulatory region 0.016 ZNF492, ZNF98, TBR1, RORB, MEIS3, ESR1, ESR2,

sequence-specific DNA binding SKI, TAL1, ZNF605, HEY2, ZNF501, ZNF367, ZNF222

G0:0005200~structural constituent of cytoskeleton 0.021 CROCC, MSN, DMD, CYLC2

G0:0030284~nuclear estrogen receptor activity 0.021 ESR1, ESR2

GO:0003700~DNA-binding transcription factor activity 0.022 TAL1, HEY2, TBR1, RORB, ZNF501, ESR1, ZNF367,
INF222

G0:0004879~nuclear receptor activity 0.033 RORB, ESR1, ESR2

GO:0008270~zinc ion binding 0.045 SKI, GRIN2A, LIN28B, MDM4, DMD, RORB, TNP2,
ESR1, ESR2, SF1

18hr scratch + PACAP DOWN

Tem PValue Genes

G0:0030156~benzodiazepine receptor binding 0.001 RIMBP3, RIMBP3C, RIMBP3B

G0:0003682~chromatin binding 0.029 |FOXA1,LOC654780, EGR2, PRKAA2, KAT6B,
ASH1L, GATA2, SMC4, TP53, BARX2, FLI1, BEND6

G0:0005179~hormone activity 0.031 TG, CSH1, RETN, INHA, INSL3

G0:0003677~DNA binding 0.050 |FOXA1, EGR2, LOC654780, SRCAP, TSHZ2, YBX2,

ASH1L, POUSF1P3, BARX2, FLI1, RAD51AP1,
BCLAF1, H2AJ, POLR2A, KAT6B, SIX3, ATM,
DNASE1L3, TP53, BEND6





