PMEA 2- PHEMA 3
[2-[2- ] ] PMe3A
-2- PTHFVE 2-
PEOEVE
HUVEC
TIME-GFP
HUVEC
TIME-GFP HUVEC
TIME-GFP
TIME-GFP
PC PMEA
50%
TIME-GFP
TIME-GFP
TIME-GFP
TIME-GFP
PTHFVE
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Ti
hMSC

Ti
hMSC

Ti

hMSC
BMP2 Cox2
PTHLH
Smad
noncanonical BMP
Wnt f -

1

PMEA 2-

PHEMA 2
PMEA

PMEA

2) PHEMA

2)

PHEMA

PMEA/ PHEMA

hMSC

Human acute monocytic
leukemia cell line ; THP-1
2

hMSC
Regulation of
the Epithelial-Mesenchymal Transition
EMT Pathway
Notch
EMT Pathway PMEA

THP-1

PMEA PHEMA
PMEA

PHEMA 3
[2-[2- ]

] PMe3A

-2-

PTHFVE 2-
PEOEVE
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PMEA

in vitro

HUVEC

ATCC
human telomerase reverse transcriptase
hTERT

TIME-GFP

in vitro
TIME-GFP HUVEC

PMEA
TIME-GFP HUVEC
TIME-GFP
B.
1.
1) Human

Umbilical Vein Endothelial Cells ; HUVEC
Endothelial Cell Growth
Medium 2 PromoCell
2) GFP
TIME-GFP ATCC
Medium Microvascular
Endothelial Cell Growth Kit-VEGF 12.5

PromocCell

Vascular Cell
Basal

ng/mL Blasticidin Life Technologies
200 pg/mL G418 Clontech

2.
1)
PC
0.1 mm 33 mm
2)
PMEA:PHEMA = 100.0 PMEA ,

75:25 M75H25 , 50:50 M50H50
25:75 M25H75 , 0:100 PHEMA
PMe3A, PTHFVE, PEOEVE

1 wiv%

3) PC

100uL
4000rpm 10

PC
MPC 6
Lipidure-Coat 6well plate
1 x 104 HUVEC TIME-GFP
1 4
PBS
0.05% -EDTA Gibco
800xg 5
100 pl
AO/PI cell viability kit
biosystems 1.9
Luna-FL™
biosystems

4, PCR dPCR

logos

logos

MRNA
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4 HUVEC TIME-GFP
RNeasy Mini Kit QIAGEN

total RNA ReverTra Ace gPCR
RT Kit TOYOBO
cDNA cDNA

Nitric oxide synthase-3 NOS-3
Thrombomodulin TM dPCR
QuantStudio 3D ; applied biosystems

NOS-3 TM PCR

TagMan Gene Expression Assays

Hs01574659_m1, Hs00264901 s1 ;
applied biosystems, cat. No. 431182

GAPDH
PCR
Roche LightCycler (version 4.0)
PCR
mMRNA
5. DNA
4 TIME-GFP
total RNA Affymetrix

GeneChip Human Genome U133 Plus
2.0 Array MRNA

GeneSpring GX 12.5 Agilent
Technologies

6.
DNA mRNA
Ingenuity Pathway
Analysis 1PA
7.

SigmaPlot

12.5 Software  Systat Software Inc

One-Way ANOVA
Student-Newman-Keuls test SNK

IPA Fisher’s
Exact Test
8.
GFP
C.
1. HUVEC
PC
HUVEC
PC
MPC
6 PC
HUVEC (Lot No.
311301) 1 4
A)
1 PMEA
HUVEC
PHEMA PMEA/PHEMA
PMEA
Dish
PTHFVE PMEA
Dish
PMe3A PEOEVE

1
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untreat

PTHFVE
PC MPC 6
4 Dish HUVEC
PMEA
PHEMA
PMEA/PHEMA
4
PTHFVE PMEA
PMe3A
PEOEVE 1
4
PC
HUVEC
2
PC
data not
shown (B, C)
HUVEC 4031901.2 PMEA
PTHFVE
HUVEC 4061601.1) PTHFVE
PMEA
HUVEC 4031901.2 1
PMe3A PEOEVE
HUVEC 4061601.1 1
4
PHEAMA PMEA/PHEMA

2. TIME-GFP

hTERT
TIME-GFP
HUVEC
pPC
HUVEC

3 PMEA PTHFVE
PMe3A PEOEVE
HUVEC 3
untreat
PHEAMA
PMEA/PHEMA

3. HUVEC
TIME-GFP

HUVEC TIME-GFP

NOS-3 TM 2
PCR
HUVEC
™

Dish
NOS-3
A'B

TIME-GFP

Dish
™
C,D

NOS-3

TIME-GFP

100% 50% PMEA
TIME-GFP 4

pPC
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PMEA100%
50% PMEA50% 0%

5. TIME-GFP
TIME-GFP PMe3A,
PTHFVE, PEOEVE, PMEA
PC 4 TIME-GFP
Dish
TIME-GFP mRNA
2
PC
308
4
TIME-GFP
PC
* development of blood cells” 3

“ metabolism of triacylglycerol”
10

metabolism of
triacylglycerol”

PMe3A

“ glucose metabolism disorder” 4

“ differentiation of cells” 8

“ differentiation of cells”
PTHFVE
‘ cell movement of
epithelial cells” 4
PEOEVE
‘ aortic disorder”
3

differentiation of
epithelial cells” 25

“ aortic disorder”

PMEA

* proliferation of hematopoietic

progenitor cells” 2

“ development of head” 2

proliferation of hematopoietic

progenitor cells”



HUVEC
in vitro

HUVEC TIME-GFP
TIME-GFP HUVEC

HUVEC
TIME-GFP
TIME-GFP HUVEC
3 TIME-GFP
TIME-GFP
3 Nitric
oxide synthase-3 ; NOS-3
NO in vitro
Thrombomodulin ; TM TIME-GFP
9 100% 50% PMEA PC
TIME-GFP 4
PCR Dish
TIME-GFP NOS-3 T™ HUVEC PMEA100% 50% PMEA50% 0%
TIME-GFP
HUVEC PC
PMEA 50%
Dish NOS-3 TM
TIME-GFP
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TIME-GFP

PTHFVE PMEA TIME-GFP
TIME-GFP 4
Dish
PTHFVE
TIME-GFP
PTHFVE TIME-GFP
PMEA
PTHFVE
2
PMEA
E.
PMe3A PEOEVE
TIME-GFP 1
PTHFVE PMEA 4 in vitro
HUVEC
PMe3A TIME-GFP
12
TIME-GFP
PEOEVE TIME-GFP
HUVEC
28 TIME-GFP
3 TIME-GFP
TIME-GFP
PEOEVE

pPC PMEA
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50%

TIME-GFP
TIME-GFP
TIME-GFP
TIME-GFP
PTHFVE
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PMEA

PHEMA

PMe3A

PTHFVE

PEOEVE

Poly(2-methoxyethyl acrylate)

Poly(2-hydroxyethyl methacrylate)

Poly [2-[2-(methoxyethoxy)ethoxy]ethyl acrylate]

Poly(tetrahydrofuran-2-ylmethyl vinyl ether)

Poly(2-ethoxyethyl vinyl ether)
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Dish PMe3A PTHFVE PEOEVE

PMEA

PHEMA untreat MPC

1 HUVEC 3111301
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PMe3A PTHFVE PEOEVE

PMEA M75H25 M50H50

PHEMA untreat MPC

4 HUVEC 3111301
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A: HUVEC (3111301) B: HUVEC (4031901.2) C: HUVEC (4061601.1)
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PTHFVE PEOEVE

1 TIME-GFP
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Dish PMe3A PTHFVE PEOEVE

PMEA M75H25 M50H50 M25H75

PHEMA untreat MPC

5 v B
.
<
5 " i

4 TIME-GFP
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«Dish
= PMe3A
- PTHFVE
« PEOEVE
« PMEA

NOS-3 ™

NOS-3(A)  TM(B)
NOS-3(C)  TM (D)
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Dish PMEA100% PMEA50% PMEA0%
100,50,0% PMEA 4 TIME-GFP
Y 4 4 / (60000)) 3 +SD
One-Way ANOVA SNK (*P< 0.05)
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Dish

TIME-GFP mRNA
2 1/2
untreated 106 308
PMe3A 79 150
PTHFVE 77 100
PEOEVE 128 101
PMEA 66 100
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PC

TIME-GFP

Predicted -
Categories Diseases or Functions Annotation p-Value Activation AEDEER Molecules lellzeilee
State z-score No.
Cellular Development. Hematological System ANK1,DKK1,DMTN,EGR1,ELK4,EOMES,EPOR,FGF2,FLT1,GADDA45B,IL6R,INHBA,
Development andpFunction Hemato %iesis Y development of blood cells 1.88E-03 Increased 2.524 LCP2,MAPK1,NFATC2,NR4A2,PIK3CD,PLEKHA2,PPM1D,PSTPIP2,PTGS1,PTPN2, 32
P ! P RIPK2,RORA,SLAMF6,SOD2,TAB3,TGFB2, TNFRSF11A, TNFSF10,TXNRD2,ZBTB16
. . . hypertrophy of left ventricle 5.48E-04 Increased 2.219 ABCAL1,ACTC1,ADRB2,CPT1AEPOR,PLAT,PLAU,SLC8A1 8
Cardiovascular Disease, Developmental Disorder,
Organismal Injury and Abnormalities -
ventricular hypertrophy 4.16E-05 Increased 2.103 ABCA1,ACTC1,ADRB2,CPT1A,EPOR,FSTL3,IL6R,INHBA,PLAT,PLAU,PLCE1,SLC8A1 12
migration of breast cancer cell 3 : ADAM9,ADRB2,CAPN2,CDH2,CXCL5,CXCL8,EPOR,FGF2,ITGAV,ITGB1,LMO7,
lines 1.16E-03 Decreased 2.117 MAPK1.NF2,PLAU,SOCS4 15
Cellular Movement _
ﬁﬁgsmo"emem of brain cancer cell | 5 51 04 | Decreased 2124 | CDH2,EGR1,FGF2,FGF5,FLT1,ITGAV,ITGB1,NCL,PLAU,PVR,SOD2 11
metabolism of acylglycerol 9.69E-05 Decreased -2.138 AGPAT9,CPT1A,FASN,INSIG1,LDLR,LPIN1,PLAU,PLCE1,PLD1,SCARB1,SCD,SCD5 12
Lipid Metabolism, Small Molecule Biochemistry
synthesis of acylglycerol 1.45E-04 Decreased -2.138 AGPAT9,FASN,LDLR,LPIN1,PLAU,PLCE1,PLD1,SCARB1,SCD,SCD5 10
Cellular Movement,A Connective Tissue cell movement of fibroblasts 2 39E-03 Decreased 2,186 CALCRL,CAPN2,DMTN,FGF2,FNDC3B,GSN,ITGB1,MAPK1,PLAU,PTPN2,RHOB, 12
Development and Function SLC8A1
metabolism of triacylglycerol 4.26E-04 Decreased -2.200 AGPAT9,CPT1A,FASN,INSIG1,LDLR,LPIN1,SCARB1,SCD,SCD5 9
Lipid Metabolism, Small Molecule Biochemistry
synthesis of triacylglycerol 6.01E-04 Decreased -2.200 AGPAT9,FASN,LDLR,LPIN1,SCARB1,SCD,SCD5 7
Organismal Injury and Abnormalities, Renal and . . -~ R ADRB2,BICC1,CXCL8,CYP1A1,DACT3,DNASE1,EPOR,FLT1,HMOX1,LDLR,PDE3A,
Urological Disease failure of kidney 1.14E-03 Decreased 2.200 PDE4B.PDE5A PTGS1 14
migration of brain cancer cell lines 1.10E-03 Decreased -2.395 CDH2,EGR1,FGF2,FGF5,ITGB1,NCL,PLAU,PVR,SOD2 9
Cellular Movement ADAM9,ADRB2,CAPN2,CDH2,CXCL5,CXCL8,DCBLD2,EGR1,EPOR,FGF2,FGFS5,
miaration of tumor cell lines 1.88E-05 Decreased 2.407 GNAS,HMOX1,IGFBP6,ITGAV,ITGB1,LMO7,LOX,LYVE1,MAPK1,MITF,MSX2,NCL, 38
9 : : NF2,NR4A2,PARVA,PIK3C2B,PLAU,PLD1,PVR,RALGAPA2,RHOB,S1PR3,SIRT6,
SOCS4,SOD2, TGFBI, TNFSF10
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PMe3A

TIME-GFP

Categories

Diseases or Functions
Annotation

p-Value

Predicted
Activation State

Activation
z-score

Molecules

Molecules
No.

Metabolic Disease

glucose metabolism

disorder

1.12E-02

Increased

2.901

ABCA1,ABCG1,ADAD1,ANXA1,COL1A2,COX6A2,DNAJBY,EPOR,FABP4,FOS,GLIS3,HAPLN1,HPSE,INSR,ITPR2,LMNA,
MAPK10,NAA25,PARD3B,PDE3B,PDE5SA,PLA2R1,PPP1R3C,PTGS1,SERPIND1,SLC9A1,SOCS3, TMEM71, TNFSF10,
ZKSCANS

30

Behavior

cognition

6.99E-03

Increased

2.138

CARF,EPOR,FOS,GABBR2,HAPLN1,HTR7 KIT,KMT2D,MAP2K7,MAPK10,NF1,PKM,PTPRN2,TET1

14

Cancer

abdominal cancer

2.10E-05

Increased

2.000

ABCA1,ABCC3,ABCG1,ABI3BP,ADAD1,AGGF1,AJAP1,AKAP9,ANK1,ANXAL1,AQP12A/AQP12B,ARHGEF7,ARMCX4,
ATAD3A,ATAD3B,ATP6V1D,ATP7B,B3GALT4,B4GALT4,BTG3,C1GALT1,C1R,C50rf34,CARF,CASC10,CCDC183,CD209,
CENPA,CHDG6,CLASP1,CLCN5,CLEC1A,CNTLN,CNTNAP3,COL1A2,COL5A1,CPA4,CSGALNACT1,CYP27C1,CYP2B6,
DAP3,DIP2A,DNAJB9,DUSP16,EMCN,EPOR,FABP4,FAM111B,FAM161A,FAM208A,FARP1,FBN1,FGF2,FIZ1,FNDC3B,
FOS,GABBR2,GDAP2,GEM,GLIPR1,GLIS3,GLRB,GUCY1A2,HABP4,HAPLN1,HPSE,HTR7,HUS1,IFT57,IGFBP5,IGFLR1,|
L1RL1,IL6R,ING4,INHA,INSR,ITPR2,KIAA1211,KIF21AKIT,KLHL24,KMT2D,KRT25,KYNU,LMNA,LRRC17,MAP2K7,
MAP9,MAPK10,MEDAG,MEST,MGRN1,MLF1,MLLT4,MYRIP,N4BP2L1,NAA25,NCBP1,NDUFA10,NF1,NT5C,NTN4,
NXPE1,NYNRIN,OAZ3,0TUD4,PANK2,PAPOLG,PAPPA,PAQR7,PARD3B,PCDHA6,PCDHB15,PCDHB7,PCGF5,PDE3B,P
DE5A,PKM,PLA2R1,PODN,POGZ,PPIP5K1,PPP1R3C,PROSERS3,PRR14L,PTGS1,PTPRN2,QSER1,RAB38,RBAK,
RBM33,RELN,REPS2,REXO2,RFX3,RHEB,RIPK2,SCAF11,SEC24A,SELENBP1,SERPINB2,SERPIND1,SERTAD4,
SETD7,SLC28A3,SLC7A2,SLC9A1,SMEK2,SOCS3,STAG1,STC1,TAGLN,TET1, TGFB2,THAP2, THSD7A, TIFA, TMEFF1,
TMEM158, TMEM67, TMEM71, TMEM87A, TNFSF10,TPCN1,TRA2B,TRNT1,TRPC1,TRUB1,TXNL1,ULK4,VCAN,VCPIP1,
VPS53,ZAR1,ZBTB43,ZKSCAN8,ZNF117,ZNF135,ZNF197

179

Digestive System Development and
Function, Hepatic System Development
and Function, Organ Morphology

regeneration of liver

3.82E-03

Increased

2.000

HPSE,IL6R,MAP2K7,PTGS1,SOCS3

Cell Death and Survival, Connective
Tissue Development and Function

cell viability of fibroblasts

6.11E-03

Decreased

-2.000

ATP7B,FGF2,FOS,INSR,LMNA

Cellular Movement

cell movement

1.81E-03

Decreased

-2.088

ABCA1,AGGF1,AJAP1,ANXAL,BGN,C1GALT1,CD209,CDK6,EPOR,FABP4,FBN1,FGF2,FNDC3B,FOS,GLRB,HEY1,
HPSE,HTR7,IGFBP5,IL1RL1,IL6R,ING4,INSR,KIT,KMT2D,LMNA,MAPK10,MLLT4,NF1,NFIC,NTN4,PAPPA,PKM,PLA2R1,
PODN,RELN,REPS2,RIPK2,SEMA4C,SERPINB2,SERPIND1,SLC9A1,SOCS3,STC1,STX6,TGFB2, TNFSF10,TNFSF15,
TRAF4,TRPC1,VCAN

51

Cancer

growth of tumor

9.37E-03

Decreased

-2.089

ANXA1,BTG3,CDK6,CENPA,FGF2,FOS,IGFBP5,IL1IRL1,IL6R,INHA,INSR,KIT,MAP2K7,MLLT4,NF1,PKM,RHEB,SOCS3,
TGFB2,TNFSF10,VCAN

21

Cellular Movement

migration of cells

5.35E-04

Decreased

-2.172

ABCA1,AGGF1,ANXAL,BGN,C1GALT1,CD209,CDK6,EPOR,FABP4,FGF2,FNDC3B,FOS,GLRB,HEY1,HPSE, ,HTR7,
IGFBPS,IL1RLL,IL6R,ING4,INSR,KIT,KMT2D,LMNA,MAPK10,MLLT4,NF1,NFIC,NTN4,PAPPA,PKM,PLA2R1,PODN,RELN,
REPS2,RIPK2,SEMA4C,SERPINB2,SERPIND1,SLC9A1,SOCS3,STC1,STX6,TGFB2, TNFSF10,TNFSF15,TRAF4,TRPC1,
VCAN

49

Organismal Development

size of body

1.08E-02

Decreased

-2.213

ABCA1,BGN,CDK6,CSGALNACT1,FABP4,FOS,GABBR2,GLIS3,HEY1,IGFBPS5,INHA,INSR,ITPR2,LMNA,NFIC,PAPPA,
RFX3,SLC25A25,SLC9AL1, TET1,TGFB2,TRAF4, TRPC1,ULK4

24

Cellular Development

differentiation of cells

4.16E-03

Decreased

-2.397

ANXA1,ARHGEF7,BGN,BTG3,CDK6,EPOR,FABP4,FGF2,FNDC3B,FOS,GADD45B,GEM,GLIS3,HEY1,HPSE,HTR?,
IGFBP5,IL1RL1,IL6R,INHA,INSR,KIT,L3MBTL1,LMNA,LRRC17,MAP2K7,MLF1,NF1,NFIC,PDE5A,PKM,PTGS1,RELN,
RHEB,RIPK2,SELENBP1,SEMA4C,SERPINB2,SLC9A1,SOCS3,STC1,SUFU,TET1,TGFB2,TLR1,TMEM67,TNFSF10,
TNFSF15,TRPC1,VCAN

50

Cancer

Cancer

4.68E-05

Decreased

-2.559

ABCA1,ABCC3,ABCG1,ABI3BP,ABLIM1,ADAD1,AGGF1,AJAP1,AKAP9,ANK1,ANXAL,AQP12A/AQP12B,ARHGEF7,
ARMCX4,ASPHD2,ATAD3A,ATAD3B,ATG13,ATP6V1D,ATP7B,B3GALT4,B4GALT4,BGN,BTG3,C180rf54,C1GALT1,C1R,
C5o0rf34,CARF,CASC10,CCDC183,CD209,CDK6,CENPA,CHD6,CLASP1,CLCN5,CLEC1A,CNTLN,CNTNAP3,COL1A2,
COL5A1,COPS7B,COX6A2,CPA4,CSGALNACT1,CTAGE1,CYP27C1,CYP2B6,DAP3,DENNDGB,DIP2A,DNAJB9,DUSP16,
EIF3M,EMCN,EPOR,FABP4,FAM111B,FAM161A,FAM208A,FARP1,FBN1,FGF2,FIZ1,FNDC3B,FOS,GABBR2,GADD45B,
GDAP2,GEM,GLIPR1,GLIS3,GLRB,GUCY1A2,HABP4,HAPLN1,HEY1,HPSE ,HTR7,HUS1,IFT57,IGFBP5,IGFLR1,IL1RL1,
IL6R,ING4,INHA,INSR,INTU,ITPR2,KIAA1211,KIAA1715,KIF21A,KIT,KLHL24,KMT2D,KRT25,KYNU,L3MBTL1,LMNA,
LRRC17,MAP2K7,MAP9,MAPK10,MBNL2,MEDAG,MEST,MGRN1,MLF1,MLLT4,MYRIP,N4BP2L1,NAA25 NCBP1,
NDUFA10,NF1,NFIC,NIPAL1,NT5C,NTN4,NXPE1,NYNRIN,OAZ3,0TUD4,PANK2,PAPOLG,PAPPA PAQR7,PARD3B,
PCDHAG6,PCDHB15,PCDHB7,PCGF5,PDE3B,PDESA,PKM,PLA2R1,PODN,POGZ,PPIP5K1,PPP1R3C,PPP2R2C,
PROSERS3,PRR14L,PTGS1,PTPRN2,QSER1,RAB38,RBAK,RBM33,RELN,REPS2,REXO2,RFX2,RFX3,RHEB,RIPK2,
SCAF11,SCUBE3,SEC24A,SELENBP1,SEMA4C,SERPINB2,SERPIND1,SERPINI1,SERTAD4,SETD7,SLAIN2,SLC12A4,
SLC28A3,SLC7A2,SLCY9A1,SMEK2,SOCS3,STAG1,STC1,SUFU,TAGLN,TET1,TGFB2,THAP2, THSD7A,TIFA, TLR1,
TMEFF1,TMEM158, TMEM67, TMEM71, TMEM87A TNFSF10,TPCN1,TRA2B,TRAF4, TRNT1, TRPC1,TRUB1,TXNL1,ULK4,
VCAN,VCPIP1,VPS53,ZAR1,ZBTB43,ZKSCANS8,ZNF117,ZNF135,ZNF197

208

Cell Death and
Disease,

Survival,
Hepatic

cell death of hepatocytes

6.02E-03

Decreased

-2.589

EPOR,FOS,GADDA45B,IL6R,INHA,SOCS3,TNFSF10
-84 -
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Predicted s
Categories Diseases or Functions Annotation p-Value Activation ABDEELER Molecules S
z-score No.
State

cell movement of epithelial cells 2.16E-04 Decreased | -2.060 AKT2,CCL14,CTNNA1,GAB1,ITGB1,ITGB3,RAC1,SH3PXD2A 8
Cellular Movement —

migration of dermal cells 1.72E-03 Decreased | -2.169 CCL14,CTNNAL,ITGB1,ITGB3,RAC1 5
Cellular Movement, Hal_r and Skin cell movement of keratinocytes 2.34E-03 Decreased | -2.200 CCL14,CTNNAL,ITGB1,RAC1,SH3PXD2A 5
Development and Function
Cellular Movement cell movement of dermal cells 5.18E-04 Decreased | -2.395 CCL14,CTNNA1L,ITGB1,ITGB3,RAC1,SH3PXD2A 6
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Predicted P
Categories Diseases or Functions Annotation p-Value Activation (REIE Molecules LS
z-score No.
State
aortic disorder 2.05E-03 Increased 2.570 ABCA1,DLL4,LDLR,NR1H3,SCD,TGFB2,THBD,VLDLR 8
Cardiovascular Disease atherosclerosis of aorta 1.78E-05 Increased 2.170 ABCA1,LDLR,NR1H3,SCD,THBD,VLDLR 6
ABCA1,ABCG1,ADRB2,CCL2,CXCR4,DLL4,EGR1,FABP5,IGFBP5,IGFBP7,IL1RL1,LDLR,
disorder of artery 7.40E-07 Increased 2.103 LIPG,LRRC17,MEF2A,NR1H3,NR4A2,NUMB,PACSIN2,PAPPA,PDE3A,PDE4B,PPARA, 32
PTGS1,SAT1,SCARB1,SCD,SORBS1,TGFB2,THBD,TNFSF10,VLDLR
. ADAMTS1,BMX,CCL2,CXCL5,CXCR4,DLX2,EGR1,FABP5,GNAS, KIT,PPARA,PTPRZ1,
Cancer neoplasia of cells 2.47E-04 Decreased -2.027 RELN,RHOB,SCUBE3 THBD 16
Cell-To-Cell Signaling and Interaction, Hematological | . ing of leukocytes 158E-03 | Decreased | -2.094 | CCL2,CXCRA4,ITGBL,ITKKIT,LIPG,RHOB,SCARBL,STK4 9
System Development and Function
Cardiovascular System Development and Function, . ADAMTS1,BMX,CCL2,CXCR4,DLL4,F2RL1,HAS3,ITGB1,MAP2K5,PTPRZ1,RHOB,
Cellular Movement cell movement of endothelial cells 7.51E-05 Decreased -2.104 SCARB1.STC1 TGFB2, THBD, TNFSF10 16
Cell Death and Survival apoptosis of lymphoma cell lines 9.10E-04 Decreased -2.115 BMX,CXCR4,EGR1,IGFBP7,ITPR3,PDE4B,STK38, TGFB2, TNFSF10 9
Cellular Movement, Skeletal and Muscular System . .
Development and Function migration of smooth muscle cells 1.28E-03 Decreased -2.153 CCL2,EGRL1,IGFBP5,ITGB1,LDLR,PAPPA, TNFSF10,VCAN 8
Cell Death and Survival cell death of breast cell lines 4.19E-03 Decreased -2.179 IGFBP5,ITGB1,KLF5,RPS6KAL1, TNFSF10 5
metabolism of triacylglycerol 2.75E-04 Decreased -2.200 CPT1A,INSIG1,LDLR,NR1H3,PPARA,SCARB1,SCD 7
Lipid Metabolism, Small Molecule Biochemistry synthesis of triacylglycerol 1.32E-03 | Decreased 2.200 | LDLR,NR1H3,PPARA,SCARBL,SCD 5
esterification of cholesterol 6.89E-06 Decreased -2.200 ABCA1,ABCG1,LDLR,PPARA,SCARB1,SCD 6
Lipid Metabolism, Small Molecule Biochemistry, ) .
Vitamin and Mineral Metabolism steroid metabolism 4.37E-03 Decreased -2.219 ABCA1,ABCG1,DHCR7,INSIG1,LDLR,NR1H3,SCARB1,STC1,TNFSF10,VLDLR 10
ABCC3,ADAMTS1,CCL2,CPA4,CXCL5,CXCR4,DLX2,FABP5,HDACY,IGFBP5,IGFBP7,
metastasis 2 84E-09 Decreased -2.220 ILIRL1,INSR,ITGBL1,ITPR3,KIDINS220,KIT,LRRC17,MEST,MLLT4,MYOZ2,PAPPA, 36
’ ’ PPARA,PTPRZ1,RELN,RHOB,RPS6KA1,SCD,SCUBE3,SERPINB2,SRD5A3,STK4,SUFU,
TGFB2,THBD,VCAN
Cancer
ABCC3,ADAMTS1,CALB2,CCL2,CPA4,CXCL5,CXCR4,DLX2,FABP5,HDACY,IGFBP5,
advanced malignant tumor 1.53E-08 Decreased -2.220 IGFBP7,IL1RL1,INSR,ITGB1,ITPR3,KIDINS220,KIT,LRRC17,MEST,MLLT4,MYOZ2, 37
9 ’ ’ PAPPA,PPARA,PTPRZ1,RELN,RHOB,RPS6KA1,SCD,SCUBE3,SERPINB2,SRD5A3,
STK4,SUFU,TGFB2,THBD,VCAN
Cellular Development, Embryonic Development, Hair
and Skin Development and Function, Organ . I !
Development, Organismal Development, Tissue differentiation of keratinocytes 3.31E-05 Decreased -2.236 ERBB2IP,FABP5,INSR,ITGB1,KLF5,MSX2,PPARA,PTGS1,STK4, TNFSF10 10
Development
ABCA1,ADAMTS1,ADRB2,BGN,BMX,CCL2,CTH,CXCL5,CXCR4,DLL4,DLX2,EGR1,
F2RL1,FABP5,FMOD,GLIPR2,GNAS,HAS3,IGFBP5,IL1RL1,INSR,ITGB1,ITK,KIDINS220,K
cell movement 3.52E-06 Decreased 2337 IT,KLF5,KMT2D,LDLR,MAP2,MAP2K5,MLLT4,MSX2,NFIC,NR4A2,PACSIN2,PAPPA, 61
' ' PDE4B,PGK2,PIK3C3,PKD1,PLA2R1,PODN,PPARA,PTPRZ1,RELN,RHOB,RPS6KAL,
SCAI,SCARB1,SERPINB2,STC1,STK4,STX6,SYNM,TGFB2,THBD,TNFSF10,USP9X,
VCAN,VLDLR,ZBTB16
Cellular Movement
cell movement of tumor cells 1.52E-03 Decreased -2.385 CCL2,CXCR4,F2RL1,ITGB1,MAP2K5,RHOB, TGFB2,VCAN,ZBTB16 9
cell movement of cancer cells 1.23E-03 Decreased -2.390 CCL2,CXCR4,F2RL1,MAP2K5,RHOB, TGFB2,VCAN,ZBTB16 8
ABCA1,ADAMTS1,ADRB2,BGN,BMX,CCL2,CXCL5,CXCR4,DLL4,DLX2,EGR1,F2RL1,
FABP5,FMOD,GLIPR2,GNAS,HAS3,IGFBP5,IL1RL1,INSR,ITGB1,ITK,KIDINS220,KIT,
migration of cells 1.13E-06 Decreased -2.394 KLF5,KMT2D,LDLR,MAP2,MAP2K5,MLLT4,MSX2,NFIC,NR4A2,PACSIN2,PAPPA,PDE4B, 58
PIK3C3,PKD1,PLA2R1,PODN,PPARA,PTPRZ1,RELN,RHOB,SCAI,SCARB1,SERPINB2,
STC1,STK4,STX6,SYNM,TGFB2,THBD,TNFSF10,USP9X,VCAN,VLDLR,ZBTB16

_87_




Cellular Development, Tissue Development

differentiation of epithelial cells

5.25E-03

Decreased

-2.401

ERBB2IP,FABPS5,INSR,ITGB1,KIT,KLF5MSX2,PPARA,PTGS1,STK4, TNFSF10

11

Cell-To-Cell Signaling and Interaction,
Hematological System Development and Function,
Inflammatory Response

binding of professional phagocytic
cells

1.04E-03

Decreased

-2.415

CCL2,CXCR4,ITGB1,KIT,LIPG,RHOB,SCARB1

Cellular Development, Embryonic Development,
Hair and Skin Development and Function, Organ
Development, Organismal Development, Tissue
Development

differentiation of skin

3.10E-05

Decreased

-2.449

ERBB2IP,FABPS5,INSR,ITGB1,KIT,KLF5MSX2,PPARA,PTGS1,STK4, TNFSF10

11

Cellular Development, Tissue Development

differentiation of epithelial tissue

6.18E-03

Decreased

-2.586

CXCR4,ERBB2IP,FABPS5,INSR,ITGB1,KIT,KLF5MSX2,PPARA,PTGS1,STK4,TNFSF10

12

Lipid Metabolism, Small Molecule Biochemistry

metabolism of acylglycerol

8.55E-05

Decreased

-2.646

CPT1A,GPR39,INSIG1,KIT,LDLR,NR1H3,PPARA,SCARB1,SCD

synthesis of acylglycerol

4.03E-04

Decreased

-2.646

GPR39KIT,LDLR,NR1H3,PPARA,SCARB1,SCD

Cancer

Cancer

3.82E-05

Decreased

-2.845

ABCA1,ABCC3,ABCG1,ACSF2,ADAMTS1,ADRB2,AHRR,AKAP7,AKAP9,ANKRD32,
ANKRD42,AP1B1,AP1S3,ARHGAP23,ARMCX4,ATAD3B,ATG13,BCLAF1,BCOR,
BFSP1,BGN,BMX,BRWD1,CALB2,CCL2,CDH24,CLDN1,CLEC1A,COL5A1,CPA4,
CPT1A,CPXCR1,CSGALNACT1,CTH,CUL7,CXCL5,CXCR4,DAP3,DCTN4,DENND1B,
DGKE,DHCR7,DLG1,DLL4,DLX2,DNAJB9,DNAJC27,DNAJC4,DUSP19,EGR1,
EHBP1L1,ERBB2IP,F2RL1,FABP5,FAM111B,FAM161A,FAM46A,FARSB,FBX0O28,
FMOD,FOXD1,FZD8,GABBR2,GEM,GGNBP2,GLIPR2,GNAS,GPR39,GPRC5B,GSAP,G
UCY1A2,HAS3,HCFC1,HDAC9,HERC3,HEYL,HMGN5,HS3ST1,HSF2BP,IFITM1,
IGFBP5,IGFBP7,IL1RL1,INO80D,INSIG1,INSL3,INSR,IRS4,ITGB1,ITK,ITPR3,KBTBD7,K
CNJ15,KIAA1217,KIDINS220,KIT,KLF5,KMT2D,KRTAP4-8, KYNU,LDLR,LIPG,
LRRC17,LRRC40,MALL,MAP2,MAP2K5,MATN3,MAU2,MEDAG,MEF2A,MEST,MICU3,M
LF1,MLLT4,MSX2,MYOZ2 MYRIP,NADK,NEBL,NFIC,NHLRC3,NIPAL1,NR1H3,
NR4A2,NRARP,NUMB,0OGFOD3,P2RY10,PACSIN2,PAPPA,PCGF5,PDE3A,PDE4B,
PDK4,PGK2,PIK3C3,PKD1,PLA2R1,PLLP,PODN,POGZ,PPARA,PPFIBP2,PPP2R3C,
PTAR1,PTGS1,PTPRZ1,QSER1,RAB38,RBAK,RBM45,RECQL4,RELN,RHOB,RPAIN,
RPS6KA1,RUFY2,RYR3,SAT1,SCAI,SCARB1,SCD,SCUBE3,SERPINB2,SGOL1,
SH3TC1,SLC17A9,SLC25A36,SORBS1,SPIDR,SRD5A3,SRSF4,STAG1,STC1,STK4,
SUFU,SYNM, TAGLN,TGFB2,THBD,THSD7A,TLK1,TM4SF18, TMEM158, TMEM71,
TNFRSF10D, TNFSF10,TPCN1,TPCN2, TRAF1,TREML4,TULP4,UEVLD,UQCRC?2,
USP9X,VCAN,VLDLR,ZAR1,ZBTB16,ZKSCAN3,ZNF169,ZNF207,ZNF462,ZNF479,
ZNF493,ZNF546,ZNF583,ZNF92,ZXDB

210

Cellular Movement, Immune Cell Trafficking

leukocyte migration

3.12E-03

Decreased

-3.097

ABCA1,ADRB2,BGN,CCL2,CXCL5,CXCR4,EGR1,F2RL1,GNAS,IL1RL1,ITGB1,ITK,KIT,L
DLR,NFIC,PDE4B,PIK3C3,PLA2R1,PPARA,RHOB,STC1,STK4,TGFB2,THBD,VCAN,
ZBTB16

26
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. . Predicted —
Categories Dlseaiisr,]gtralt:ig?]ctlons p-Value | Activation A;:_tls\::a(l)tll’gn Molecules Moll\elgules
State )
Cellular Development, Cellular Growth and p:g"fs;ﬁg?rc‘é’lf hematopoietic 3.90E-03 | Increased | 2.010 | CCND2,CXCL8,EOMES,FGFRL,HSFL,JUNB,MLLT3,TCF12 8
Proliferation, Hematological System prog s
Development and Function, Hematopoiesis
expansion of hematopoietic cells 6.35E-04 Increased 2.000 CCND2,EOMES,FGFR1,IL6R, TCF12 5
BDNF,BFSP1,BMPR1A,BRAF,CCND2,CXCL8,DRD2,EDAR
development of head 2.20E-03 Decreased -2.203 ,EOMES,FGFR1,FOS,GJA3,HSF1,HSPB8,NDE1,NR2F1, 20
Embryonic Development, Organismal PGAP1,RBL1,SIRT6,TGFB2
Development BDNF,BFSP1,BMPR1A,BRAF,CCND2,CXCL8,DRD2,EDAR
development of body axis 3.27E-03 Decreased -2.203 ,EOMES,FGFR1,FOS,GJA3,HSF1,HSPB8,MLLT3,NDE1, 21

NR2F1,PGAP1,RBL1,SIRT6,TGFB2
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Prediction Legend

more extreme less

@ Upregulated @
@ Downregulated O

more confidence less

@ Predicted activation
@ rpredicted inhibition &

Predicted Relationships
- Leads to activation
= Leads to inhibition
* Findings inconsistent
with state of downstream
molecule
- Effect not predicted

proliferation of herh'tic progenitor cells

PMEA TIME-GFP
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