52 statistically significant KEGG pathways enriched with 1088 overlapped molecules (DEGs; proteins)

27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45,
46.
47.
48.
49,
50.
51.
52.

© © N o g ks~ owbd e

N RN RN NNDNDRRRRRR R R R
O O~ WNEREPR O O© 0 N O 0 W DN R O

Focal adhesion

Carbon metabolism

Platelet activation

Dopaminergic synapse

Human cytomegalovirus infection
Proteoglycans in cancer

Regulation of actin cytoskeleton
cGMP-PKG signaling pathway
Retrograde endocannabinoid signaling

. Biosynthesis of amino acids

. Thyroid hormone signaling pathway
. Adrenergic signaling in cardiomyocytes
. ECM-receptor interaction

. Relaxin signaling pathway

. Insulin signaling pathway

. PPAR signaling pathway

. Neurotrophin signaling pathway

. Estrogen signaling pathway

. Dilated cardiomyopathy (DCM)

. Hypertrophic cardiomyopathy (HCM)
. Circadian entrainment

. Glucagon signaling pathway

. Glycolysis / Gluconeogenesis

. Phagosome

. Salivary secretion

. Aldosterone synthesis and secretion

Supplemental Figure 1

Pancreatic secretion

Inflammatory mediator regulation of TRP channels
C-type lectin receptor signaling pathway
Cholinergic synapse

Gap junction

GnRH signaling pathway

HIF-1 signaling pathway

Fatty acid metabolism

Arrhythmogenic right ventricular cardiomyopathy (ARVC)
Small cell lung cancer

Adipocytokine signaling pathway
Amphetamine addiction

Gastric acid secretion

Glycine, serine and threonine metabolism
Arginine and proline metabolism
Ferroptosis

Cysteine and methionine metabolism
Pyruvate metabolism

Fatty acid degradation

Biosynthesis of unsaturated fatty acids
Citrate cycle (TCA cycle)

Pentose phosphate pathway

Glyoxylate and dicarboxylate metabolism
Mucin type O-glycan biosynthesis
Propanoate metabolism

Proximal tubule bicarbonate reclamation



FOCAL ADHESION

ECM-receptor
nteraction

Carrenling

Crtokine-
cytokine receprtor
Interaction

ETE

Cell motility

— ®  Stress flher I FA
VASP PP — +p | Lot fonuation
— T polymenzation
Filarun A Vinculi -
e — E—_ T o
: - Filopodia
Lol | T ———— — Larnellipodia
] e - y -~ formation
_____ T +p -7 LTI Bt
-~
] > -
= 5 SEREl e
P ! - A | Wnt s?ﬂ]jng
t
I -
N . P - ™ Cell proliferation
| Fak | PI3K ' O - - PIAK-Akt —
FIF3 signaling pathoway “1| O —» CyeD |
Phosphatidy] inositol | LA
signaling system | | Collogele
DOCK1 ",
+p I
p130Cas [ o RF2 L - o-Tun I
C3G
E-Raf MAPE signaling I
ey “——m Cell survival
gy P P T - -
she |—» Gwz —» Sos | HaFas ] Rafl | » ERkL2—»{ Elki o —
+p - D&

*p




CARBON METABOLISM

2-Dehydro-3-deoxy-
ghicanate

Methane
(D CUM'gS'CUB Gluose Glncons-1,5-lactons Ghionate
(& »(5)e
i CoB
o
!
Melhml@ ( ECo Glusono-1,5-lactons-6P Clzonats. 6P ¥ 2 Dot
Trimethyl| Dimethyk Methylenaine & Methyl ol Glusose-6P {6 ) 6 »(o) i
ey e g o
Cob wsbino- 3 Hesiloss 6P HCHO [—coz
HCHO () L
Formyl-MFR. %ﬁ’lﬁg\gl— I l
— Frustoss. 6P Lyhuose-5P
(@ (e (B (——>( Bl LN
H5Fomyl 510-Methenyh 5,10-Methylene-
THMPT  THMPT THMPT
>0 Erythrose-4P
Sedohept-
THMPT O] O
co
Con (] e #( | j— | Fructase-
W @ ) ) {5 errp
) Ribose-5P
10 Fonayl 510 Methongl. 5,10 Methylsns-
u THE O gEE T g o S Methyl THR Sedoheptulase-7F
Formazide (1} (D) (—(—( @
Formate Glyeerone P Glyeerane
THR o) $ HCHO
con ( Glyreraldehyels 3P
Cabanoyl? (1) L3
HH: (3) Gyrerste-1,322
coa lycerate-1,
- () ciyeie Phosgher
s { Sphono- [on))
o Sexine Pyt ¥ Cyuerate-3F J] y
@._L T () () 3 26)! 5 {5} Riose-1,5F2
Cysteine Acelyberine  AcCloh Phosphoserine '( o
Glyorylate P (2) Phosphogiyeolate
— k(2= &) »(3 (3) Slyoerate- 27
4 Hydroxypymuvate T
| @Glyco]ate _
oo ‘ L3
J] Glyoeraldehyrle
5 (3 ) Phosphoenolpymreate
co T {—D®A]amm
Uy
= ;
Co2 HOOs- Fymwiate Aeetyl phosphite Acetate
- .|
con '( 2 @
e WUW hetylloh J
E@
3
Malyl-Cok (47 ;/fHCDz—
Walomgl Cos
Dixaloacetate @ 59 Citzanlyl.Cok Acetoacetyl-Col
(o= 3 i
Malat
* Mikete
semielde]
(R)- 3 Hydroxy-
CitryLCats (B3 Mottt Con  Hlaoi s {49 (5)-2 Hydroxyintanagl Cads
Fuanate (4) )
Aspartate 3-H -
spatate (£) 1socitmate ®pmﬁrﬁae Mesaconate Megaconyl- Crotonoyl-Coks
& GG " ()
Sucoivats 25)-Methyl  (R)Ethyl  (25)-Ethyl  COn Butanoyl Co
01 3 Hydroxy el e v e Y ntanaHLe
SuccinylCob  CO02 CHutamate propionylCol
:ﬁ@ () (59 pMetipiralyl. Cois 4 Hydroxyhutanayl-Cols
2. Omglntarste Mathylaspartate
(39 herploglCobs
(R)-Methyl-  (5)-Methyh
Tualon? gA roalonyl-Cok Hrj03'
7 -
Propanoyl-Coh
> (1) (1) 4 Bydorgntancats
Suscinate serialdehyds ‘




PLATELET AC

TIVATION

Platelet

* Shape changs

G13

Platelet

spmdmgi—% Rhok | ——— pio0

|
|
|
|
|
| GEY [ oo —»0—»
| o | GFIh - - / NO eGP
- PI3K-Lkt sinaling
I GFIh{i pathwragy - - ; i
I GPIX — // i
L - T -
Ty — |_§m_’|’ - k-
I mteraction e e —— //
- e —_——
—— FTGs1 o]
| PLA ? -0 »  POH2
| Iy £
| / PGO2
S - -4
| /
| /
I VAMPE £ TIPS
r,
|

= 4

Corapleraent and
coagulation cascade

|
b garesation



DOPANINERGIC SYMNAPSE

Symaptic

plasticity

COMT| DOPAC
O d—————— Ow..
Glial cell HoA o S
.
(140 | o ————— o DA
3MT | COMT T
)
&
'( D&y autoreceptor I
|
I N |
N euren | Neuron
- (Presynaptic i
e . - term.m I (Posisynaptic cell)
- ™~ I
- h |
- ~ I
. -~ ™~
CI) L-tyrosine P b |
~ !
-
| [ ————- - h, . .
/
I — P4 " *+—[ygee O
Sine
| metabolism ~ ™ “« Exncytosis
¥ *
I Do 2____.‘ O— VMAT Synaptic vesicle
P ooC D{&k cyele
e
~ haN D&
A ~ - .
s e - -
™~ . Endoeytosis
Parkinson's ™~ . Increased f
ease - creased)
. Neuronal
. excitability
Luction potential S D2
e
DT
.
.




HUMAN CYTOMEGALOVIRUS INFECTION

o ligandbinding [ U528

I

Heutrophil

-_. e - » — — — — @ Antrinflaramatory
CRORI [IL 10 | Jakl STAT3 T ——
Interference with MHC1
F], antigen presentation Usg
o/  Viral disseruination 7 -
thro referential - TEeSsIon i — = —— _
e s Fepiitss ot < Vil protein
-~ Secretion
— Froteasoms
[
ccmcle<{cos] N
Inhdbition of
lewkocyts cheraotas -
Froteasamal degradation
—_— g
Lenkocyte
" T ®
[FaDD | Casp3
Fasl Ilitochondrion

TECL
PI3K- &kt signaling
pathoray

O—m|

[ praK »
¥ Chssn PIP3
-
-
~
-

mTOR. signaling pathwray

Regulation of
aclmgc“y]:lanskelemn

he3
»

 Stress fiber distption

Prining cell for
viral replication

Cncomodulation
Survival

Proliferation
Tletastasis
Angiogenesis

Cyosolic DN Yizal
sighaling pathway | dsDNA

—— — — DIk
PG4T [ STING »[TEK] »[ [RF3 o
oG]
ULEZ
UL Dnbition efproinammgtocy
and innaie fnmue signaling

R < = e T }

| HEB

o |
1Pz
o L Cn | | Cel proliferation
DAG I Angiogenecis
Inflararation
[Goin — [EE-— | : T ion
Arachidonic acid
e — L el
|
|
|
|
|
|
|
DN&
_ T » B ol prguseon
[T Onoogenssis
PLCB
S pCREmsdied

Apnptnsls

Bro! of totic
e

——>[Cac —»[camo |

transerption

— W 315 progrssion
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cGMP-PEG SIGMALING PATHWAY
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