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1. B

TAZIT, FEROEESEY O ZRR & L CRIBICRAE T 2 BakkEE OBk D25
ZARREE L TRV, RAatiElE®E ., OFOM, KoZEiin Skkx fﬁ*ﬂ‘fﬁﬂ( %Eﬁ“éf%
TH5H[1-8], FEEICRDIZEFARORIEY X7 1T LR L, BT ABETICE A% 2 FIE
THYRAITBEN, ABEHOEHEE L THAZEZRIET D &, TEPRE H B DIERE L=
AHEMSE DL ERHE SN TND4], FAZOIREBATLEN) e RIEEEITEMETH Y |
BEDA =X LEPFIEICEG L TWDHZ EnmbiuTns[5,6], 2T, FFIC
RIE. MEEANDUW., BLOMREND A h =X L%, EEMNB X OMBEMICE AZEDRIE
BT R Tn5[7], 512, '@:/Vﬁ (BT 2 MBS IOV T O
X, 7RV RZ 7’8 E (apolipoprotein E) [8], #T a2 —/L-O0-AF NV T AT =T
— (catechol-O—methyltransferase) (COMT) [9]. 558 L ' F—/33 U Z &K 2 (dopamine
receptor 2) [10]72 & D R— 33 v v 7 FIVAREBIG TP EALZD U A7 IZE#E L TW5DH 2
EEHOLMNICL TS, ¥ —uAF o BEEER T & Nat/H 22 # i 25 (K

(sodium/hydrogen exchanger) Bin 16, TAZRIZEAEZ Y TS/ LT A NEEMFSE
(GWAS) 12X > THAZDBERKR L LTRHEINLTND6l, 29 L DRTIE
BAUEDRIEAN AL L o THETH DL EZEZ LN, HARICHEE T 5BI5
EDXIICRIEICHEE L, ThLOWFRUNEEREE 2RI HCoNTIRIEE A LT

LT ENTWRY, Fo, ZOMORIERERK GERT LLENRH LIS LR,

Z < DILFFMPEAEZGIEEI L, RBEMAFRERFLEZE20NTWAD11] &V
DU, HRESLHI 2 Y VIR EOH HFEDMEMIRIT, LV *ﬁ%’ﬂiﬁﬂi/u%::@%%.?f‘
b ENmEShTVS12], W 10 FH T, (LFEWHE &BIETI6 L OBNE OB
WTDHOEL DT —HN, Fixiphxval ) 37 A% (Toxicogenomic Studies) 725 A
FTx 5 X927 -»7=, Comparative Toxicogenomics Database (CTD) 1%, {bWE N
NDREFRIZ G2 DB T 562 L2 A E LICARY R R ’C&bé[l?)] CTD TiZ,
IbFWEZIFRNETHEERA =X LOWEEZ XRS50, b rEE L EBT

(chemlcal gene) FHATEH I L OMLEWE L %95 (chemical- dlsease) BESE PR 2OV T D
—ANEZ LI, ASNTVWD, T T—FEZHWIEEDSIT 52 LIk, &
ﬁé‘lﬁ’ﬂ I REE T & (gene-disease) FEMEIZ DWT DT — 4 & KEIRES LTV D
CTD 7 —H# RN—RAZMKETHZLICE Y, FAZRCEET LM T OBKBTI A NEED
ZENTE D, —F, BFEOAI 7 AEWMLFRBEINOBERFERIL, VAT LEYF L
Ty NI = RBOFELZMAEDELF Y N =V EFZOT =L T —7 2L T
514, ZhHoHTH, Xy MY =T BITIX, TIHOF A B =X LOEHZ DLW &
TRIE A UGET 27O T & 2B R 1 ORE R SITHBEICHEH ST 5([15,16],
L7ehi» T, CTD b & TOHAZMERG IOV TOT—ZZEL, Thbaxy
Y= R—=Z2DOHTZEHAT 52 LIk, FAEDORIEICEHD L Hilc e EEE R 1%



FETDHZLENARBTHDL LEZ DD,

AWFZETIE, HARICEET 28742 CTD o HlEL, Znblicx L TH v 78
FHAHAIEAH (Protein—Protein Interaction; PPI) *~ hU—Z @, 7 x> NU—7FEY
2 —/UiEfT. GO B LU KEGG /A7 = A fifffrZii e LTc v AT L L~V OS82 (T L
7o CTD o5 bn - ARMERIE I, @ECERINS Ry NU—7 ZHR L
THEY, MR EAZEY 27 BT BB FPNEER 2 DORy NT—JF T a—
IVINERE ST, F72. v M A0 EE; (human accelerated regions; HARs) (2R
THHET =X BT 2 LIk HARDHERIZE ST 55 7/3A T = 1 (Molecular
pathways) & EE /2T EE% R LT,

2. MHEEAE

2.1 BAXICEEY HEEF
Comparative Toxicogenomics Database (CTD, http://ctdbase.org/) 1%, {LFWE & &
512 X7 EOMELEM, ALFWE LR, B IR ERBEOBERICET 2 15HA
L Tna18l, 2o CTD 7 —#_X—RZxk LT, 2020 4 2 H 8 AIc¥—VU— K%
[delirium] & L THRZFITL, FAZEMERR DU X &G, FAZMERR %
73T 572912, CTD inference score TU A h&Y— kKL, 27340 ZHz2 5
OB a1 %> — N1 (Seed gene) & L CHENTIZH =,

2.2 ErEUNVERMEEER (PP Ry FO—0 OHEE

2N EMEERT — 21, #IT—% %> b & LT iReflndex 7 — & X— R
(httpi//irefindex.org) 7> % 7 > 12— K L7z, iRefIndex (%, BIND, BioGRID, CORUM,
DIP, HPRD, InnateDB, IntAct., MatrixDB, MINT, MPact, MPIDB, MPPI 72 &' ®
Z < ORI PP 7 — 2 X—=2ANEDH LN D THL[17, Zhidmz, PPL & v b
U— 7 DIEREME L BN E @D D72, N AN—Ty b T 7 4 =7 4 —FERE ST
Lo TR LN TR BioPlex2.0 fHAEM T —2 & v F&afia L7z[18l, 61T, @
RIZAB s Iz@w 151006, # R B ) U f7s & O EB e MERRIRE A LA OFH AL
M7 —%% PPl 7 —%t vy MTHBARZ AT, Tz, & NSO Y —20 6 O ANEM
EHOHAERT TR Lz, &EHIC, B FORY 7 BIRFITIZIERGET 5
et T 22,616 D/ — K& 515,016 D=y Y (FHAMEMH) & M2 PPL Ry hU—2
DHEFEE T,

2.3 BAEBEEEREFICE>TIA—FINE3F2 RV ERBOPPI TRy FO—2



CTD inference scores T 40 LL LD Mm% — RiExrTE LT, B v PPI Ry K
U — 7wy 7L, Cytoscape 727 7L (NN—T =22 3.7.1) #HNTPPIY 7Ry
FU—2 & U CRORERER Sy 2 il L7z [19], #EicEsi s iz PPI 7 7 A% — (EVa2—
V) ZRIET DHOHIT, Cytoscape ([ZFHEESNTZT T 74 Th D Molecular Complex
Detection (MCODE) 7 5 A% U v 27— L[201 % L7, FE1T750F%. fluff density
cutoff = 0.5, K-core= 2. node score cutoff =0.2 & L. max depth=100 & L7=, &5
BV a— VAR LEDEELZ S HIZFHET 57202, 7 4 v ¥ Y — OIEMEMERRE %L
HAWT, v ZOEAZET IVOERFEBUER T (DEG) ° GWAS ([CHRT 5 A%
HEBERTEZARICEZBFDEY 2 —VEBRE LI, vV AFALET LD DEG X, vV X
O JE T AR SR N [ P D IR - R BL A BFZE L 72 Xiang et al.lZ K 2 #tE 0 HHUG L7z
[21], GWAS I L2 A EHEEBBETIX. 7/ A7 A4 NEEFR D ¥ 1

(https://www.ebi.ac.uk/gwas/) [22]5 L O DisGeNET 7 — & ~<— & [23] 7 & BufG L 7=, ik
FEHLEAR 7122V T, Enrichr Web h— N—% /] L CRkE L7z[24], PPIT Ry hU—72
DTG T I1X, Cytoscape 77 7' A v @ CytoHubba Z i L CRHMli L7-[25], / — F®
WwHx (degree) [IZMA T I BILSHEHINTND 3 DD/RT A —H—Th %, betweenness
centrality ., maximal clique centrality (MCC)., # X (' maximum neighborhood
component (MNC) ZFHHE L, N7&fa12RE L7-[25,26],

2.4 PPIY TRy bO—9¥3alb—3Y

A% PPI % v U —7 O#GMEIL. largest connected component (LCC) & shortest
distance (SHD) (2 X > CTE&Efk L7=[15], LCC & SHD ®&t& L, BEIZ Python A7 U 7
FNFR T T ABRRASATNDDT, Zhae —#EEL THWE[5], 72, LCC & SHD
DN GAR SO Y ZiHl T 572912, A% PPI x> hU—7 LELWEKOEE &
v b T U Z NIAEFE 1000 £y MEK L, TSNS null distribution 2157, HAE
PPI *y NU—2 D 25Oy NI —I /T XA —H#—Tk% LCC & SHD 7% 1000 D
2 — &Ny NT—7 ERIBIZERDNE D DEHEET HT20OIZ Z-score Z it L
7o INHOFHE L 2T ERD Python 227 U 7 K Tiro 72,

2.5 NRoxA & GO #ir
BInT 7 T A2 —ZMHNT 28I T DR ZBERE L~ L T~ 5 72012, clusterProfiler
(http://bioconductor.org/packages/release/bioc/html/clusterProfiler.html) ZfH L C.
Reactome pathway, KEGG pathway, 35 X T GO (All) term (22T OfiFHT 2 347 L 7=,
ZERTEMIESR DA EAKEEIL, FDR<0.05 & L7z [27], F#HE -2 7 A X — DN T =2
U o #gi2iX, ClusterProfiler /N 77— @ compareCluster B A i L7-, FEEDE
ATV, BlafeREFEINTZpEEZHNT Ry N7y FEER LT,



2.6 FFHrMEEEERN
AR 7K fh e 55 B # 5 — & X, Psychiatric Disorders Gene Association NETwork
(PsyGeNET) 7 —# ~X—R[28]/HHUfG LT, ZOFT =X X=X 85D A7 3 U Offth
EESOBCIEEZHA ST H X ICRKFIESNTEY . TNENOREMHESE & £l
BT 2B FICETIERAEEN TS, 2D OFEMEEFEREESHIZIE, R O
psygenet2r /v 7 — VAR L72[29], FMEERERE T OEHLEICOWTIL, Bk
Az L7z R X v 77— @ phyper BBUZ LV p EAFHHR L, p fE2Y 0.05 AKlifii A
BIZCREWGALETHD L AR LT,

2.7 HRIHIET HBIEFLDA—IN—FvT

HAR 1%, W CHERREGFES TS S AEBEOF T, b b CREERAICHE L
ERALTWDES %D, Doan HIZ X2 RS 7 MMtz L - T[30], HAR IZfiff& LT
W5 2163 OB ARSI TR Y A TIIZN 64 HAR #aF& LT L7,
F7z. HAR B+ O TR CHEICZ < HEHL T D 415 HOBIS T2 Wel et al.lc
YoTREENTEYI[31]., bt HAR-Brain Ein+ & L THFZEIC VW=, HAR &z
& HAR-Brain #5123 % A% PPl Xy T —JZIZHEENDHLEOREILZ. R O
fisher.test B & AWT, 7 1 v ¥ v —OIEMEMRRE M) (2L FEhii L7,

3. R

3.1 CTD F—42R—RDILEME-EEFHEEAICHXT 2 HAEZEEREFO PPIx
v b O—9 i

CTD Tix., SEIFERY —ADLOIFWE-BE . (LFHEER. BILOEB -
BIROBARE BEMZE NN « IR T2 2 &Ik, B b WE & oBEM%EZ KA L
TW5[13], AFOHFFETIE, H&YIZ CTD OF A2 BT Db W/ e - is T FAEHRT
— % %A L C, CTD inference score 7% 20 DL E O+ A LB - & L THEF 3573 %
¥ LTz, ZO8 a1 Y A M & 512 CTD inference score T — k L721%. inference score
N 40 ZHB X D AL 297 Difs 1%, PP % v hU— 7 fffro v — Fifa 1 & LTHRA L

(Appendix #* S1), &KIZ, ZOY—RFBEEFEZHEIZLT, E F2PPI Ry hU—7 )
LHAEHEEEG Lo Ta—REND X 78O PPI 7 %y hU—7 &4 L
2o PPI x> NU—JRNTDITIZ/e % 4 PPI %y b U —27 %, % X7 B OWERRY
RAEEITNA, V) UMb OB Z G0N D007 =2y D DLBEL TV D

BPREE HikaB ), 297 Dy — FEE T2 2O PEPPL Xy hT—J vy VT
T5L.26600/ —FE1709 D™y VTR SNLSEAZPPI Ry U —27 3 G572 (X
Do



1. EAEPPI Ry FO—%

CTD 7 —# R—An bt L e HAZMERE T CHESNEEAEPPL Ry FT—7, / — RIZEAE
B ERETARL, /— ROKREE (BHR) XZ20WBICHHIT D, 7 — Fof (50 E0 bR )
3. BARICHEES D E - AR Z IR — b 2P E ORI 5,

ZO¥ TRy U —7 1%, Cytoscape 77 7' 4 » NetworkAnalyzer (2 L > CEtR iz
K — ROWRBNOIED L OIS, SEICHAER SN, — TR\, F7,
1 O/ =FOENEDNLEIIZ, KVEWKREZFSZ O/ — Fid, FAZICHE
T oL FEME BB THAEERZ YR — M 2P WE O L < AFEL Tz,

HAE PPI Ry NU—27 OF ™7 GBS O#ERMED K E 27 T 5 72912,
1000 fH> 7 > 2 5 PPI % v U —2 Z/E L, LCC DY A XR&BIEE S Nl-t A% PPI %
v hU—7 Ll L7 [15], 2R T LI, FAEPPI Xy hU—2ZDLCCIE, 7



A LIBSRIC L > TFEEND LY b RIEICKE 2272 (LCC = 266, Z-score = 10.9),
LCC ¥ A X2hizx T, ¥AEMEREE L 7 ¥ LAEEFICL > Ta— Faik PPIL x
v hU—27® SHD H it L=, #A% PPl xv U —27® SHD fi% 1.0 IZF L <<,
T DB OE L el U CRIEIZ/NSWZ L 23MfE-7- (SHD = 1.08. Z-score =-14.5)
(¥2), ZnsofERIZ, CTD ObFWE-BInFEHRICHKRT 28 A LR O ¥
YN EEMPEEICHEAEERALTEY . TOERENRE LI REVWI EEZRLTND,
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2. FAEPPIARY FI—H¢ESUELRY FI7—9 D LCC & SHD
HAZEPPI *v hU—27®LCC & SHD X, FWKHIOMETHY, 1000 HOT > XLy NU—T D

VIial—TaUEERIEE A NS ATIRRINTND,

WIZ, HAZ PPL * v NU— 27 OREIIFHE AT~ 572912, clusterProfiler ZffiH L
C Reactome pathway (DWW COiT 23 T L7, HAZ PPl * v U — 7 fpE s 123
EW SR TE 415 Reactome pathway # X 31277, ZHHD/NAT = A 121E, A ¥
—BA XL D VT IR, VT AR LIBE, TR =V A0ORKEK, BX



CEREM R LB EEND, BT, TTIWDRLEART =A LSHT, BFF 189 OHEIHY
|2 E 72 Reactome pathway 28 W27z, Zubid, R mv X YR,
BIORIEICEET 527 = TH-o72 (Appendix #F S2), ZZ CRIEINTZ%L D
RAT =A%, HARICET DHRDOIE THBENDWE L ORIEA B =X LAOEEM %
R Lo Wi & —B L T[T,

Interleukin—4 and Interleukin—13 signaling -
Signaling by Interleukins -
Transmission across Chemical Synapses -

Neuronal System - p.adjust

Interleukin—10 signaling - 26-10

Intrinsic Pathway for Apoptosis - 4e-10

6e-10
Phase | — Functionalization of compounds -
Transcriptional Regulation by MECP2 -

Xenobiotics -

Class A/1 (Rhodopsin-like receptors)

O_
N
o
LY
o
o)}
o

3. BFAE PPI vy b7 — BAGE{EF D Reactome pathway fEHT

N2 A OfEHIE, R 73y — clusterProfiler #fEH L TiTo7, HAL 10 DR = A 2T T 7
ELTRL, BENLBBTFEITIHRORE ST, MEAEMET p HO/NSWREZRVIRETRRLE, p
fE X Benjamini-Hochberg %12 & - TE EBERME LT,

3.2 HAEPPIRY FI—VADRIZEHKEINEES 2 —IILORTE LB
PR BB 71, BEVNCHAEER L, oMM EER Ry N —2 ETHEAEKRE LT
— B < MEHR N H D[32], =9 LIBIZESR - #E LMYy NV—J 22— L



W, ZOXDBMHAFEHEY 2 — L ORIL, FRICED L AT oA L BEERE %
RETHDICAENTHY , HROWIEIZH D 5T AN =ALEHGENIT DI LI,
FAEBEEE G F RSB SN 2=V Z2BET 0 E I NEHLNIT 5720
IZ. Cytoscape ® MCODE 77 7'+ »[20]ZH L T, £AEPPI Ry hU—J7NOEY
o — /Ui IE 2 AT L=, X 41279 &L 912, MCODE f#fric X v, #IcHEm Sz 8 2O
EY o UREE S, O A > N—F 5~74 OB IZTHOBMETH -7, KT,
HFAZDOHRK LB DL EY 2 —VERET L0, vV ADFALET /LD DEG ¥
LN GWAS oG o e AZHERER 2% a0EY 2 — LV EH~/-, 8 2D PPI
EV2—DHIH, 4 ODFY2—/L (M1, M3, M5, M7) TiL GWAS DOt A =B
GFDOHRENPKREL, 3 5OFY 22—/ (M1, M3, M5) TiZ DEG BA&< GEh T\

(4), MTRIATL2ELETFEY FE2ZLEFDEY2— L HFZEL T, FAELRHHEL
Mbrxy hU—27FV2—/LELTML & Mb Z8E LTz, ZHHDFEY 2 —/LILil )
L, ZoffrCER SN 3 DOEIE Y FOENRFLI&EW (K4),
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4. HARPPIRY b= TEICERSNEZED 21—

MCODE 77 /A VAL T HARPPL Rry hT—27 06 8 DOEEICHRH SN/ PPIEY 2 — /L%
HHL7Z, BV a— AL -ULO#EETEY hOT Y v F A2 ME, 3 2OFAERE#EKET Y Mo
WCRHI L7z, 77 5T A RBRFSE (GWAS) (23RS 58 A ZBERE T, ~ 7 A A%ET /L (DEG)
DERKIEIEL T, BLOMNMEHEL T v b (Brain Expression), £V OFRAIL, 74 v v —D
EHEREERED DG ARBIED p fEE /R L2 (Flog 10 (pfE)).



M1 BEOM5 £ 2—/VEHERT 28T OEWFHIKEEZ WD T-DIZ, M1 EY 22—
LD 63 HDEE T & M5 E Y 22— /LD T4 {HDOBIE IOV T BB -4 b r Y—(GO)
B LU KEGG pathway @t 21772, KISIZRTEIIC, EVa2a— /L MLIZG o7
BB T I VARG X XAt e N2 U RIKRED G H NI BV T
JREEEDED GO HREL ARICBEL TWD Z R bhoTz, M5 EY 2 — /L2 TIE,
FE2 GO BEEEIZEIZY Ty RIKTFEMEA A v F v xR L V2 X VRS RIKEETH
272 (M5), 6T, MRREEMESAREMHICEE T 2B8E 71X, WMFOEY2—LT
%< GEN TV, KEGG pathway f#t TiX, M1 €Y 2 — L OELR IOV TR LA E
WZBE L TWD 2 DD/RA YT = A (X, RIENEY T F-Z BB EA/EH & cAMP & 7w
RIETHDHZ LN (K6), £/-. M1 EY 2—1E M5 BV =2 — /LDl 51248 L
THEHET S 4 SOFERNRAT2ADBHY, £LbiE, cAMP ¥ 7 FVRiE, a4
B UY—H AR, BEORTINF VS IMRETH T2, 7o 7= Z I UHHESLIL-17T V7
FICEDRAT = A1F, MbEY 2 — VB FORIEAEL TV (M6), EHD L,
ZITRWEENTRAT 24 GO #HiElE, —a—rrOIE EHREICRVEZETHY
[33]. sk, HEx ek ECMROREARICHEBICEEBE ST O TE L onE N
[34,35], =9 LzfiBiE, FESNEZ M1 BEO M £ 2 — /L ORREE T8 A ZH
I S THRHEMICEETHLZ L 2R LTEY, UBOWAETIEIINGDEY 2—
MIEREEDbE, F#EY 2 —/LICBEE L GO#iE s KEGG XA T =4 LJOZERD
BT BB D5E7e Y A MM, Appendix DF S3 TR L7z,
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GO (All)

G protein—coupled receptor binding - .
neurotransmitter receptor activity - ® o
receptor ligand activity - .
hormone activity - @ GeneRatio
G protein—coupled amine receptor activity - ® ® 010
G protein—coupled neurotransmitter receptor activity - ® @ o015
neuropeptide receptor binding - ° @ o2
G protein—coupled serotonin receptor activity - ® @ o
serotonin receptor activity - L @ o
ammonium ion binding - o
ionotropic glutamate receptor activity - [ p.adjust
glutamate receptor activity - ® 4e-07
transmitter—gated ion channel activity - [ 3e-07
transmitter—gated channel activity - ) 2e-07
glutamate binding . 1e-07
ligand—gated ion channel activity - L
ligand—gated channel activity - ®
extracellular ligand—gated ion channel activity - [ ]
ligand—gated cation channel activity -
M1 M5
(63) (73)

5.M1 & U M5 S 21— /)LEREBEFD GO HEERRT

GO HfElZ, R /%y 4 — clusterProfiler ™ compareCluster B4 % # ] L T M1, M5 O HEHEG 712
SEUTHRE LTz, EOZ10 D GOMREZ Ry b7y b LTRL, BENIBETHFRINy hokx X
T, BRHIEEMIL p HO/NESWEREZRWE G TER L, p fEiX Benjamini-Hochberg 1512 X > T%
HREMLE L7,

11



KEGG Pathways

Neuroactive ligand—-receptor interaction A .
cAMP signaling pathway - o o
Renin secretion - e
Cocaine addiction - . ® GeneRatio
Gap junction A L ® 02
Chagas disease (American trypanosomiasis) - ® ® : gj
Alcoholism - L o 0:5
Calcium signaling pathway - o
TNF signaling pathway 0 ® p.adjust
Serotonergic synapse 3e-05
Amphetamine addiction - o 2e-05
Fluid shear stress and atherosclerosis - o 1e-05
IL-17 signaling pathway - ®
AGE-RAGE signaling pathway in diabetic complications - ®
Pertussis - ®
Leishmaniasis - ®
M1 M5
(61) (66)

6. M1 8E& U M5 €V 21— ILEBRGERTFD KEGG pathway fi#4T

KEGG /"A 7 =A%, R /3y — clusterProfiler @ compareCluster B4tz H L C, M1, M5 O&4%
AR TSR L CHRIE LTz, BA7 10 ® KEGG SAV =A% Ky hFay hE LTRL, GENDEET
HEEI Ry PORKREET, AW EERIE p HOMSVWEEZRNVEFATR T LE, p HIX
Benjamini-Hochberg 112 & > T EREMIE L 7=,

3.3 BAEEEE A ILOEmMES L DEE

SEIERMEED Y A7 BETIXPPL Ry NV —7 TEEICER SN TEHY , AL
B L TWD Z ERRLBIEEIN TN DHI36], HAEMEE Y 2 — /L EEHOEMHEE L O
B2 MR 5 7o 12, 8 DONEMIBEE & OBIRHIBEEZ I ST 5 K 5 ICRRE s n
7w N7 4+ —25ThHD PsyGeNET ZfH L C[28], M1 BIL M5 £ = — /LI FEMfES
BEE S 728 EORRE R ENL D0 E MR-, TO/RE M1EY2—/LE M5EV 2
— VO OBLETE Y hBW DDA T I OFMEE L AEICEELTWD Z &0
birvote, MTIRT LI, BHEED 5 S OTELR DT TN ML TV a—LEAE
B L TWD Z 2R TE L, Zbid, T a— EREE, WmkREE S L O

12



HEE RS, a4 AEAEE, BIOKRMKEAREE T2, iz, 7=
— RS CBREEELZ ST 3 2ON T AU DREEOHRN, M5 EY 2 — /L E HFEIZH
HLTWez, M1EY2—/LE M5 EY 2—/L® PsyGeNET %A 7 2V ([CEE# T 5 8 s
F-ONTITIEIER U ThH o728, M1 EY 2 — /L TIERBERIEE & o A A HEEIC
WY DBMAETOHREN Mb £V a— VIR TREWVWI LR (K8),
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7. BAEBEMLESUM; EDa—LOBEREEEEREFI VY YFAVE

8 DDA T TV OREMEEEIZOVNT, R D psygenet2r /Xy 77—V %M LT, HEY 2 — LG EN DK
FhEEE RS 2PN, R ERE R GO Y v F A 2 b E, BERMSRE M LT 0.05
FKiO p HAEMFNCHE TH D & Lz, AL p=0.06 DEERT,
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Bipolar disorder ( 29 ) Bipolar disorder ( 25 )

Alcohol UD (28) Cannabis UD (1) Alcohol UD ( 27 )

Cannabis UD ( 5) Cocaine UD (3)

Cocaine UD (12
SI-Psychosis (1)
Sl-Depression (2 )

Sl-Psychosis (2 )
Sl-Depression ( 1)

Depression (40 )

Schizophrenia ( 27 )

Depression ( 40 ) Schizophrenia ( 30 )

M1 MS

B8. Ml EVa—JLé M5 EDa—ILIZHITS PsyGeNET RE LTIV ICRT S EETF
DS
() NOETIE. BED 2 —NCEENDRERD T I U 05 73 (SI. WEHEMNE UD., EHEE),

3.4 HAXEEEY1—IICEEN D HAR Brain BIEF

b MBS O HBHEACIRENT 2 b5 b L 7iigdE, EERE BRI FORADOIZDIZEER
LC&7[37, HRiT, S 7 AFIEIC K - TRIE S iz HAR ICBES 28151 1%, AP
FAESLHPEANRY § T LEE R EOMREREICEE L T0D Z L AEE ST 5I300
% ZC, LIRTOWISE TR 5T 5 HAR s & HAR-Brain 8z DU X h&fHEH LT
[30,31], HEY 2—MIBITDHENOBEFOFELRIEL . & ENDROBE L Fhi
L7z, K9 D-logl0 (pfl) MmHbnd oz, HAZICEETSI MIEBLIOMS €2 2—
JUiE, HAR-Brain Bir 22 < e MR 2R~ L7z (K9, Kans—), M1EBID
M5 £ = —/LCld, HAR-Brain {5 OMEICH BERAEHENBIE S 7223, HAR
BT TIEMS £V 2 — L TORARERILFENBEL SN2 (7 1 v ¥ —OIEMERFRIE.
p <0.05), [FIE 4172 HAR-Brain #{x 1%, M1 £ 2 —/LClZ APP, PLCB1, NPY,
B ELOHTR2A TH Y M5 £ = —/LTix GRIN2A, GRIN2B, GRIK2, GAD1, PPM1B,
GABRG2., BL U HTR2A ThH-7c (1), ZNHLOEMEFIE, K1 0IZRT M1 & Mb
DRy hT—27 TiE, KORWERRCHERZHTRINA TS, ZivH D HAR-Brain
I FOIFE AL, MREREICER#E T2 7 o R Bha— L (B 1), FICHREEY
T R=ZRAIEAERST v 7 =2 I vhagle EO KEGG /A Y = A 2B G LTz (X
6. Appendix % S3),

INT BT ORMEZ TIN5 72912, CytoHubba [25]IC k> T M1 BLOMS £ 2—/L
D)= ROy MU= A2 7 25tR LTz, M101RT &5, &L LTMLE
Va—/WE MbEV 2 — /L R bEEICHR SN ) — RRELSAHEL TN D Z LD
-72 (Appendix # S4), HAR-Brain {5 FIZ2WVWTH, M1 EY 2 —/LOEIET7Y Mb
EVa— /LR L TEW S — FREfEZ R LTz (R 1), & 5IZ, betweenness centrality

14



R MCC 7 & DD NT AR T /3T A —2 — & M1 E ¥ 2 —/L D HAR-Brain #{x 1 T
HIZREL, APP 32 DF V2 — VP TROBRBPRE S ERRICER SN/ — R TH
o7 (£ 1, Appendix # S4), T HOFERIE, M1 €Y = —/Vigfs B ET 532 7
= A 7% HAR-Brain &5 F D RMAIZ L > TEHRZRZEZ 2T D alietEz2 R LTl 4l
M1 E ¥ 2 — /U2 B2 S 372 HAR-Brain BIE 03 F A ZRIED A 1 = ALK E < Bb
HZELRFICTHEIND,

35
3.0 I HAR
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9. HAEEE M1 BLU M5 EXa—)LIZE+5 HAR & U HAR-Brain EEFND I

J)yFA R

HEY 2 —/MIEEN D HAR B L O HAR-Brain 8512~ 7 4 v ¥ v — O EHEfERBE 2 LT
Ty F A M OREE RN LT, AEKEITp<0.05 & Lz, H#IEp=0.06 DALEZ R,
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1. M1B&EUM5 EDa—I)ILTRULVE SN - HAR-Brain B{EF

M1

10. FAEBREML BELUM; EDa—ILDOR Y FT—Hi#E

Kxy bU—2 ) — R, CAEBERGTFEEL, /— FOKES (BR) FZoRECiT 5, /
— RO (D0 ENLHNE) 13, FAEICEET 2 (LW E -85 T AR 2 4 — b9 5L
DOEIZHHIT 2, KOWIRWERROH S / — ik, HAR-Brain &5 % /"7,

Symbol  Gene full name Module Degree Betweenness MCC
APP amyloid beta precursor protein Ml 45 1862.02222 9.22E+13
PLCBI1 phospholipase C beta 1 M1 37 353.11032 9.22E+13
NPY neuropeptide Y Ml 21 0.58095 9.22E+13
HTR2A S-hydroxytryptamine receptor 2A M1, M5 10 12.21667 15144
GRIN2A glutamate ionotropic receptor NMDA type subunit 2A M5 7 0 5040
GRIN2B glutamate ionotropic receptor NMDA type subunit 2B M5 7 0 5040
GRIK2 glutamate ionotropic receptor kainate type subunit 2 M5 4 1.33333 12
GAD1 glutamate decarboxylase M5 3 36.12047 4
PPMIB protein phosphatase, Mg2+/Mn2+ dependent 1B M5 1 0 1
GABRG2  gamma-aminobutyric acid type A receptor subunit gamma2 M5 1 0 1

4. EER

HAZEL, WREEEBOMREIAEICE > TH IR SN DMRATEERETH Y . DM
Ka2HAT 272DICE DRFRAN = ALBPRESIN TN D, TARICHET 2K —

REY RN L, T FAal L ERXT R=DARETHY
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7V BEXOIAZ I VORISR h=0 EAZ I y-T X B ED
PEIAR 22 ELEEHINL TS, L, 2RO OEROWT N EMTEAZD
R A SERICHT T 2 ATREMEIZFE R IRV, T2 LA, 2 < OB 72— FEIC/EA L T,
PR BRI CREEZRRIB LMTEIOZE (LA bbb T &EFx b, Lo T, e
PRAT AR D AR R T O BRI OWCOMERIT, TAZDRIE A 7
S A NEERICEET DT DICRAI K TH D, AHFFETIE, CTD 7 —% ~X—2[13]OH A
S\ B DAL R A BRI ISV T \pIg 297 O B> — Rifs 12 U

L. ZOVAZHEY — FBEER T CHERSNDSEAZ PPL *y N —7 ZREE LT, ¥ 3
a2 b—a VT ORER NG, AR PPI Xy N —27 O X U N—BIE BRI TS
NHEDLABICESHAER SN TWVWD Z ERHELMNIR -T2, 52, Reactome
pathway f#tTIZ. HAZ PPl %y NU—Z7 BRE TR T mt A YKL, BLORIEIC
BT 2BIEFICEATND Z LR LTz (K3, Appendix # S2), L7c23-> T, ¥A%E
PPI xv NU—7 OBMLEFITI. B FORZ U NTEMAER Ay NU—TWNIZT X M5
T DO TIERL  FHAEMER ZE U CRES 2 AW FErMRE 2 (79 572012, PP TA
W LR R B 2 B L T D E W2 b, U kY, ARIOFRE THRE S iz
HAZEPPL Ry NI =213, FAZEDRIES T AT = A LDREHTICRKE ESLDZ L]
HTE5,

HlOEYFH T at ACEE5 T 54 v X0 BEET/NS BT Y 2 —uiE, AR
DFEHEN AT = A ZHERT D 72D D72 D MCODE 77 7' A %M L TH A% PPI
F v MU= NOBITHER SNTZEY 2 — /L afH Lz, AT, 8 SOmEIcHF S niz
BTy 2 — A RFRE SN, ZN60FNE, FARMEERTEy hOFERT Y
Y F AL MZESWT, L2 DOFAZ[ER Y NV —27EY 2—/b M1 EBLO M5 73
B shic, FEY 2 — L OBEFOLBOEIEL N2 Y = 41X, EICHREER S T DR
WICBEELTEBY, INOHDOEY 2 —ABNHARICEET2EWFENS AT LETZIT A
VA BRERT DRSNS D I EER LTS, RIS, EEORBMHEE L ORE S5
ICRETT 272012, 87 TV OREMEEICOVWTOEEBFLNALT =R’ G505
PsyGeNET Zfif L C, £V a2 — LVOWMKERL T2 i~7-[28], fERIZ. M1 8L M5
BV 2 LI Y OBOBEHEFERERE R H D 2 L AR Ly, BT 2 R
DHTAVIEIND 2O0DFV a—VHTRESE R ->Tn, o, BKRENZ LIT, G
BNy BHB T I U RRTEIERS G X o B 0 b = s R IRIEE A & o
GO HEREICE D A B a1 1%. M1 EY 2 — /WIERIICE S GEN TV, U H v RIESME
PEA AL T v FOUEMERA A/ b Yy 7 ZVE I VIR ERIEM R YO GO HEEEICR Db
HEMETIE M BV 2a— MIZELFIELT (M5), 26 0REHEB L OA 4 F v %
NVIIZASRIE, MRRERED S F SERMIEICARAIR Th L LGS TRV [38], 0%
TN O REhIEE ORRFREAFICEE L T\ 5(39,40l, L7223~ T, SEIOMFZEIL, &
NEDIRREALLIC BT 2R AT A ROEE 2 EEZ R T LI, 220FV
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— VOB OMEERFIEIIRE K ER D LD, BABEA D =X LOSEEREIZBET 5
%ﬁ%%@#é%@?%éo

b b ELOTRERER O HAR OFEIL, FRMEE /& O MEE OREOEIZBIT 5
HAR OEEMZ LI L TV D EEZ BN 5[30], ke HIEIZE 5 HAR (2xFd
DHELRIEI L, FEMREED U 27 O L5 rlaertk b i v T 5 [31,41], AH#F%E
TlX.HAR-Brain B2 HAZPPI *y U=V DFEY 2a— /L M1 BLOMS IV
YF ALV RENTEY, FEIZZLSEGENTVWDLZEEHLMNI LTz, WEY 2 — /LIl
5% HAR-Brain BETOIEE A LT B FOHIRARE D L 7T AL b R E R
BRLTW5, 7L 21E. M1 EY2—/1D APP 13, MOFED OMRORE & 5
L42], 7 yond = —HOMEITICB W CEE % E 2 F7-97[43], PLCB1 & NPY I,
HTR2A & & b2, =a—r > D G ¥ /37 EIEMZRIKRY 7T AREIZB W TEE
BEN DD, —F. MbEY 2—/Ld GRIN2A, GRIN2B, 5L UXGRIK2 %, /L% I
A A F v XN FEY 7=y b THY, TR TIEIARAIKRRERTHD &5
Z 5N TW5, GAD1 & GABRG2 1%, o ~7 3 /% (GABA) &ils#% LU0 GABA
A AT AZREERY T 2=y k gamma2 & L THMOLNTEY , R =EME ORI E =2 —
7 OBBEMOREIC AR TH S, b OMREREIX., HAR-Brain 8512354
BT 2EER =2 — v URBIR TR L OEER Y S0 LTHBIET A2 L &R L
=LIRTOBIZE & —E LT\ A[81], Wl DFEY 2 — /L TR & 417~ HAR-Brain #5713
Y 2 — VR HERNA Y = f OFFEI AR 2L B U T, YARB X OBET MR EED Y 27
ERRMICEMSE D AEESEFICEV, EATREZLIC, M1 £V 2—10
HAR-Brain {5 FORTIE, FAZEREGHT 2 2 LBZNT YA =TT 0%
FUCRIE L TV D Z R HE SN TWA[43-46], X BT, REFFETIL. TV A ~—FF

EATICHE % E 2 574 APP 28[43], M1 ¥ =2 — /L Okb EEICHERE SN T E
GFE LTHESNE, LER- T, TAY N, < —IFOIFR & B AEDRIEIX, @D
R EBER Y A7 BETEIA LTV D RERH D, M1 £V 2— BT 4 DO
HAR-Brain i#&{5¥. APP, PLCB1, NPY, XU HTR2A Ofififiiid, EHEICEAZD
HIELRET DT/ RAT 2 A ZDHDOTIERL, FABRREORKZMEIZEbD> TS 2
ELTEDICEZOND, 5%, M1 BLOM5 £ 2 —/L HAR-Brain #ia % & 5125
AT T2 Z L2 LD, HARRIED ST A = A L~DOF LW, EAZEBRRD
TNV E/GLHZELARETHLEEZI LD,
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Appendix %S1: CTD inference scoreh'40%#8% 5 LD —REELEF
Appendix FS1-1
abrine | Alprazolam | Ami | Amitriptyline | Atropine | | ine | Bupropion | C ine | Cimetidine | Clomi
pramine | Clonidine | Clozapine | ine| C; ine| C; ine | Desipramine | D 1D |Di
azepam | Diphenhydramine | Donepezil | Doxepin | Droperidol | Ethanol | Famotidine | Flumazenil | ine | Haloperidol |
SLC22A2 6582  Delirium  MESHD003693  217.05 149 I | Lidocaine | L I iline | ine| | | Nicotine | Ofloxac
in| O] 10 10 | in| | Phenelzine | Pilocarpine | Plant
Extracts| Prednisone | Propranolol | Quinidine | Ranitidine | Selegiline | Sulindac| Tacrine | Thioridazine | Trazodone | Triazolam | Valproic
Acid | Verapamil | Zolpidem
Albendazole | Alprazolam | Amiodarone | Amitriptyline [ Azi | IC ICh [Chl IC
imetidine | C in | Citalopram | Clari | Clomi ICl ine| Clozapine | Codeine | Cyclosporine | Desipramine | D
1D | Diazepam | Di Diltiazem | Disulfiram | Ethanol | Fentanyl | Fluconazole | Fluoxetine | Halope
vidol | Tfosfamide | Imipramine | Itraconazole | Ketamine | Lamotrigine | Lidocaine L | | ]
CYP3A4 1576 Delirium  MESH:D003693  199.94 174 minel | [ | | Nicotine | 1 | 3,4
i | Offoxacin | O 10, | Oxycodone | ine | Phenytoin | Plant
Extracts| Propranolol | Quetiapine
FumarateIQuimdineIRlsperidone\ line| \TacrmelT‘ ine| Thiori | Thyroxine | Tramadol | Tranyleyprom
e T ACeTR 7O TATT e T ATprarzolam [ ATIoqaTone | ATITE Y Tone
B\AtenolollAtropme\ Ic ine | C| ine | Cimetidine| Ci in | Cital | Clomipramine | Clonidine | Clo
zapine| Cocaine | Cyclosporine | T I I ine |1 phan | Diclofenac| Digitoxin | Diltiazem
| Disulfiram | Donepezil | Ethanol | Flecainide | | ide| idol | Ibuprofen | | Imiprami i
. ) oo . ) \Irbesartan\Isoﬂurane\KetammeILevodopaILxdocame\thh)um\Lth)um
CASP3 836 Delirium  MESH:D003693 175.58 204 Carbonate | | | 1 | Mi | Morphine | Nicotine | Nifedipine | Nit
razepam | I ] Oﬂ()xaun 10 |ON
01910] Paroxetine | Pilocarpine | Plant
Extracts| P 1P I Propofol | P | Ranitidine | Ribavirin | Risperidone | ine | Selegiline | Sertraline |
: L1 et L
abnneIAmmdamneIAmphetammesIAtmpme\Baclofenl ion | C: 1) [Clomidine Cloapine | Cocaine
10 1D 1D 1D I Diazepam | Diclof ¢ Disulfirars | Donepezil | Ethanol | Famotidine
| Fentanyl | Flecainide | Fluosetine | F | idol | Tbuprofen | Imi | in | Tsofl | Ketamine | Levodopa
FOS 2353 Deliium  MESH:D003693  166.32 174 |Lidocaine| Lithium| ine| | Morphine | Nicotine | Nifedipine | Nitroprusside | N-Methyl-3,4-
i ine| O ine | Oxycodone | Phenytoin| Physostigmine | Pilocarpine | Plant
Extracts| Propofol | | Ranitidine | ine | Selegiline | Sertraline | Sulindac| Tacrine | Theophylline | Thyrox
ine| T ine | Triazolam | Valproic Acid | Verapamil
i | Amitriptyline | ines|C IC ine|C) | Cimetidine | Cital [Clomi |
Clonidine| Clozapine | Codeine | Desipramine | D | Dicl | Ethanol | Fluoxetine | Haloperidol | Lfostamide | Imiprami
. - ) . . nelL ] | | ide| | | Morphine | | N-Methyl-3,4-
CYP2D6 1565  Delirium  MESHD003693  157.34 120 ; .t ¢ | Oxycodons | Parotctine | Phenyteoin | Blant
Extracts | ine | | | Quetiapi
Fumarate | Quinidine | Ri | Sertraline | Thioridazine | Tramadol | T | Valproic Acid | Verapamil | Zolpidem
Albendazole | Amiodarone | Amphotericin B Antipsychotic
Agents | Atropine | Azi in | Baclofen | 1C Ic ine| C ine| Cimetidine | C in
Clarithromyein | Clomipramine | Clonidine | Clozapine | Cocaine | C: | Desipramine | D 1D idine | Dextr
Diclofenac| Digoxin | Disulfi \Donepez}l\EthanoH idine| ine| ide| | Tbuprofen | Ifosf
TNF 7124 Deliium  MESH:D003693 15558 196 amide|Imi I Irbesartan| | Ketamine | Lidocaine | Lithium | Memantine | Methadone | Met
ine | | | | Morphme | | Niacin | Nicotine | Nifedipine | Nitroprusside | N-Methyl-
3,4 | Offloxacin | O] 10 | ine| Phenytoin | Pilocarpine | Plant
Extracts | Prednisone | P ine| Propofol | P | Ranitidine | Ribavirin| | Sertraline | |Sulindac| Te
Im ine | Thiopental | Thyroxine | Tramadol | Valproic Acid | Verapamil
abrine| | |
Bl Atenolol| ion | C. | Cefepime | C ine | C | Cital | Clomipramine | Clozapine | Cocaine | Cy
1 1D I Diazepam | Diclofenac| Diltiazem | Disulfiram | Donepezil | Behanol | Famotidine | Fluosetine | Haloperidol 1
. . buprofen | ide | Tmipramine | I it | Lithium | Lithium Carbonate | Loperamide | Magnesium
CAT 847 Delirium  MESH:D003693 145.26 165 Sulfate| | | | | Morphine | Niacin | Nicotine | Nitroprusside | N-Methyl-3,4-
i 1ol ine| O 10 \ Phenytoml Pilocarpine | Plant Extracts | Propofol | Quetiapine
Fumarate | Quinidine | Ranitidine | |Selegiline| li | Thyroxine | Tramadol | Trazodone | Valproic
Acid| Zolpidem
abrine | Amantadine| Amiodarone | Amitriptyline B ine| istine | C ine [ Clari ICl ine | Clozapin
e| Codeine | Cyclosporine | De D han| Digoxin | D I Doxepin| Droperidol | Ethanol | Fentanyl | Flec
KCNH2 3757 Delirium ~ MESH:D003693 138.14 127 ainide | Fluoxetine | | IL igine | Lidocaine | iline | ine | | | Metopro
1ol | Nicotine| O i \Phenylmn\ | IP | Quetiapi
Fumarate | Quinidine | Ri line | Tacrine | Thioridazine | Trazodone | Valproic Acid | Verapamil
i | Ami ide | ine | carbid levodopa drug
Ic ine | Cimetidine | Cital | Clomi Ic | Clonidine | Clozapine | Cocaine | Cyclosporine | Cyp
PRL 5617  Deliium  MESH:D003693  125.03 17 1D | Diclofenac| Ethanol | ine | Fluoxetine | Haloperidol | Indomethacin | Levodopa | Lithium | Methado
ne| 1 1 ide | Morphine | Nifed le | Phenytoin | Propofol | Quetiap
ine Fumarate | Ranitidine | Risperidone | T | Thioridazine | Verapamil
‘Aminocaproic
Acid] Atenolol | Atropine | Baclofen | Bromocriptine | Cax ine | C ine | Cimetidine| Ci in | Clozapine | Cocaine | C
1D 1D I Diazepam | Diclofenac| Digitoxin| Digoxin| Diltiazem | Disulfiram | Donepezil | Ethanol | Fa
MAPK1 5594  Deliium  MESH:D003693  122.84 165 motidine| Fentanyl| ] | it | | Ketamine | Levodopa | Lidocaine | Lithium | Loper
amide| I | | | | Morphine | Niacin | Nicotine | Nifedipine | Nitroprussid
| N-Methyl-3,4- i ine | Oxycodone | Paroxetine | Phenytoin | Pilocarpine | Plant
Extracts| Propofol | | | Selegiline| | | Sulindac| Thyroxine | Valproic Acid | Verapamil
abrine| | iptyline| i
Bl Atropine | in|C I ine | Chlor ine| Ci in | Clari in | Clomipramine | Cocaine | Cy
1 | Desipramine | D 1D 1D | Dicl |Di ine | Disulfiram | Donepez
) . il| Ethanol | ine| Fluoxetine| ide | Thuprofen| ide| Tsofl | Ketamine | Lidocaine|
1Le 3569 Delirium  MESH:D003693 120.28 157 Lithium | | ine | | | Morphine | Nevirapine | Niacin | Nicotine | Ofloxacin | Olanzapine |
Omeprazole | peginterferon alfa-2b| Phenytoin | Pilocarpine | Plant
Extracts| | Propofol | | | Ribavirin| ine | Sulindac| T ide|T! ine | Trimetho
prim | Valproic Acid | Verapamil
‘Amiodarone | Amitriptyline | Bromocriptine | Car ine | C | Chlor ine | Clomipramine | Clozapine | Cyclosporine | D
examethasone | Digitoxin | Digoxin | Diltiazem | Disulfiram | Doxepin | Fentanyl | | Thuprofen| ide | Imipramine| Itraco
ABCB1 5243 Delirium  MESH:D003693 118.98 122 nazochT ine | L IL | | | | | | Morphine |
ipine | N-Methyl-3,4: i ine| O ine | O |Paroxeune|Phenywm\Plant
Extracts | Prednisone | P | Quets Fumarate | Quinidine | i | Sertraline | Valproic Acid | Verapamil
abrine| | iptyline| i
Bl Atropine | Azi Ic ine | C |C) | Cimetidine | Ciprofloxacin | Clonidine | Cocaine | Cyclosporin
elD 1D 1D 1D Digitoxin | Dj | Disulfiram | Donepezil | Ethanol | Famoti
N . . dine | ine | Tbuprofen | ide| in | Tsofl | Ketamine | Lithium | Lithium Carbonate | Magnesium
LB 3553 Delirium  MESH:D003693 118.39 161 Sulfate| | ine | | Mi | Morphine | Niacin | Nicotine | Nifedipine | Nitroprusside | Ofloxacin
| Olanzapine | Phenytoin | Pilocarpine | Plant
Extracts| | I ine | Ribavirin| ine | | Sulindac| T ine | Thiopental | Thyroxine
| Valproic Acid | Verapamil
‘Aminocaproic
Acid | Atenolol | Atropine | Baclofen | Bromocriptine | C] | Cimetidine| C; in | Clozapine | Cocaine | Cyclosporine | Desi
pramine | Dexamethasone | Diazepan | Diclofenac| Digitoxin | Digoxin| Diltiazem | Disulfiram | Donepezil | Ethanol | Famotidine | Fentany
MAPK3 5595 Delirium ~ MESH:D003693 117.01 162 1| Fluoxetine | |1 | | Isofl | Ketamine | Levodopa | Lidocaine | Lithium | Loperamide | Maprotilin
eI Memantine | Methadone | Methotrexate | Morphine | Niacin | Nicotine | Nifedipine | Nitroprusside | N-Methyl3,4-
xycodone | | Phen ywm\ ilocarpine | Plant
Extracts| Propofol | | [ Selegiline | | Sulindac| Thyroxine | Valproic Acid | Verapamil
i | Amitriptyline | Atropine | 1C ine|C ine | Cimetidine | Ci in| Clozapine | Cocaine | Cy
1 1D 1D ine | D phan | Diazepam| Diclofenac| Disulfiram | Ethanol | Furosemide | Haloperi
dol| ide| | | Tsofl | Ketamine | Levodopa | Lithium | | |
- ) S Misoprostol| Morphine | Nicotine | Nifedipine | Nitroprusside | N-Methyl-3.4-
BAX 581 Delirium ~ MESH:D003693  114.99 158 r m |ON 01910  Pheytoin | Pilocarpine | Plat
Extracts | Propofol | Propranolol | Quetiapine
Fumarate | Ranitidine | Scopolamine | Selegiline | Sulindac| Tacrine | T ide | Tramadol | Tranyleyp | Valproic
Acid| Verapamil
dine| 1
Agents| iptine | C: ine | C) | Clozapine | Cocaine| C; ine | Desi 1D | Diazepam
BDNF 627 Delirium ~ MESH:D003693 114.46 130 | Disulfiram | Ethanol | Fluoxetine | |Tmi | Ketamine | L ine | Lithium | ine | Morphine | Niacin
| Nicotine | Nifedipine | N-Methyl-3,4 i ine|C | Paroxetine | Pilocarpine | Plant Extracts | Quetiapine
Fumarate | idone | | line | Tacrine | T) | Triazolam | Valproic Acid | Zolpidem
abrmcIAmmdnmncIAmltrlpL)lmc\Atcnolnl\AmemcH‘vm tidine | Clonidine | C; | De | Di Digoxin | Dil
SLC22A1 6580  Delirium  MESHD003693  113.47 64 tiazem | Di | | ide | Tbuprofen | Imipramine| in | Lidocaine | | Nicotine | Nifedipin
el |Plant Extracts | P : | Quinidine| dine | Sulindac| T  Valproic Acid | Verapamil
i | Amitriptyline | C: ine | Cl [ Cimetidine | Ci in | Clonidine | Clozapine | Cocaine | Cyclosporine | De
sipramine | D 1D idine | D | Disulfiram | Donepezil | Ethanol | Fluoxetine | Furosemide | Haloper
idol| | | Trbesartan | Isofl | | Lamotrigine | Levodopa | Lithium | Methamphetamine | Methotrex
BCL2 596 Delirium  MESH:D003693  110.12 152 ate|Midazolam| Morphine | Nicotine  Nifedipine | Nitroprusside | N-Methyl3,4-
101 10 |ON 01910 | Phenytoin | Pilocarpine | Plant
Extracts| Propofol | P | Ranitidine | ine | Selegiline | Sertraline | Sulindac| Tacrine | Temozolomide | Theophylline | Tra
ine | Valproic Acid | Verapamil
abrine| idel ine|C ine| Cl ine| Clomipramine| Clozapine | Cocaine | Cyclosporine | Diltiazem | E
DRD2 1815 Deliium  MESHDO0S69S  109.05 105 thanol| Fluoxetine | Haloperidol | Lamotrigine | Levodopa | Lithium | x 1M IMe ine | : Mo
rphine | | Nicotine| IN-Methyl-3,4 IC | | Pilocarpine | Plant
Extracts | Quetiapine Fumarate| Risperidone | T ine | Tramadol | Valproic Acid | Verapamil
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Appendix #FS1-2

Gene Disense q q
Symbol Gene ID Name Disease ID Score. Count Chemicals
abrine | | Amiod | Amitriptyline | C: ine | C | Cimetidine | C in| CI | Clozap
ine | C ine | D 1D | Dextromethorphan | Diclofenac| Ethanol | Fluconazole | Ibuprofen | Ifosfamide | 1
- - - mipramine | Indomethacin | Levodopa | Lidocaine | Meth I | | Nicotine | Ni | 3,4-
CYP1A2 1544 Delirium  MESH:D003693 106.33 110 Ofloxacin] O ine | O ‘o | Phenytoin| Plant
Extracts | Propranolol | Quinidine | Selegiline | Sulindac | Tacrine | Theophylline | Thi ine| T | Trimethoprim | Valproic
Acid | Verapamil | Zolpidem
abrine | Ami | Atropine | C; | Clozapine | Cocaine | C; ine | Dexameth 1D | Diazepam | Di
clofenac | Disulfiram | Donepezil | Ethanol | Fluoxetine | Haloperidol | Indomethacin | | Ketamine | Lithium |
JUN 3725 Delirium  MESH:D003693 100.42 140 | | | ine | Nicotine | Ni IN-Methyl-3,4- ine | ON
01910 oxy | ytoin | | pine | Plant
Extracts | Prednisone | Propofol | Ranitidine | ine | iline | | Sulindac| Thiopental | Thyroxine | Valproic Acid
abrine | Amiodarone | Amitripty Ic | Cimetidine | Clozapine | Cocaine | Cyclosporine | Desipramine | De
pr— 1559 Delirium  MESFH:D003693 9654 - xamechasonelDextromethoxphanIchlofenac\ELhanol\F | Fluoxetine | | Irbesartan | Itraconazole | Met
§ hotrexate | | 0, | Oxycodone | Phenytoin | Plant
Extracts | P | Quinidine | | Thioridazine | Tranyleypromine | Valproic Acid | Verapamil
abrine | Ami | Atropine | Cl ine | Clozapine | Cocaine | C: | Des > D | Diaz | Diclofen
. - SSH: . ac| Disulfiram | Donepezil | Ethanol | Fluoxetine | Haloperidol | in | Levodopa | mine | Methotrexate | |
EGR1 1958 Delirium  MESH:D003693 91.21 n7 Morphine | Naltrexone | Nicotine | N-Methyl-3,4-methylenedioxyamphetamine | ON
019101 Phenytoin | Pilocarpine | Propranolol | Ranitidine | Risperidone | S ine | Sevofl 1T ine | Valproic Acid
abrine | Ami ine | Atropine | C: Ic ine| Ci ine | Clonidine | Clozapine | Cocaine | Cyclosporine | Dexamethas
one| I | Diazepam | T Diltiazem | Disulfiram | Donepezl | Ethanol | Famotidine | Fluoxetine | Haloperidol | Ibupr
RELA 5970 Delirium  MESH:D003693 89.8 126 ofen | T in | | | Lithium | | | Morphine | Niacin | Nicotine | Nifedipine | Nitro
prusside | 3 IC | | Pilocarpine | Plant
Extracts| idine | Scopolamine | iline | Sulindac | T ide | T! | Valproic Acid
abrine [ Amiodarone | Atenolol | Atropine | C ine|C: IT T horphan | Diclofenac| T [Don
epezil | Bthanol | Famotidine | Fluoxetine | Furosemide | Ibuprofen | Ifosfamide | Indomethacin | Irbesartan | Isoflurane | Methamphetamin
PTGS2 5743 Deliium  MESH:D003693  89.63 90 el ! | Misoprostol [ Morphine | Niacin | Nicotine | ! |Ofloxacin | O el !
Phenytoin | Pilocarpine | Plant
Extracts | P | | Ranitidine | Rivastigmine | | Sert > | Sulindac | Tacrine | T ide | Thyroxine
| Trazodone | Valproic Acid
abrine | Ami | Atropine | C; ine | Cl ine | Cl | Ciprofloxacin| Cital | Clozapine | Cocaine | Cyclosp
orine | Dexamethasone | Diclofenac| Ethanol | Furosemide | Haloperidol | Indomethacin | Irbesartan | Isoflurane | Levodopa | Lithium | Met
AKT1 207 Delirium  MESH:D003693 89.04 123 | | Morphine | Niacin | Nicotine | Nifedipine | Nitroprusside | N-Methyl-3,4-
3 IC |ON 01910] pine | Plant
Extracts | Propofol | P | Ribavirin| iline | | | Sulindac | T ide | Valproic Acid
abrine | Amiodarone | Amitriptyline | C Ic  Cocaine | Codeine | Cyclosporine | Dexamethasone | Ethanol | Fluco
CES2 8824 Delirium  MESH:D003693 88.9 82 nazole | G ine| Hal idol | | L ide | | | | pine | O) | oxybuty
nin | Oxycodone | | Rivastigmine | Tacrine | Valproic Acid
i I IC | Ci [ Ciprofloxacin| Clomipramine | Clonidine | Cocaine | Cyclosporine | Desipramine | Dex
sone | D | Dicl Digitoxin | Di | Donepezil | Ethanol | Fluoxetine | Furosemide | Ifosfamide | Indometh
CASP9 842 Delirium  MESH:D003693 88.82 109 acin | Tsofl | Ketamine | Lidocaine | | Methotrexate | | Morphine | Nicotine | Nitroprusside | N-Methyl-
3,4-met i h ION 01910 ine|P ine | Plant
Extracts | Propofol | Propranolol | idine | Sertraline | Sulindac| T ide | Valproic Acid| Verapamil
abrine | Amphotericin
B|Ca | Chl |Ci ine | Cimetidine | Ciprofloxacin | Clarithromycin | Clonidine | Clozapine | Cocaine | Cyclospo
IFNG 3458 Delirium  MESH:D003693 .12 116 rmc\Dcx«mcthasono|Dmlofonac\D:goxm\Emanol\Fameudmc\Fluoxcunc\Ibupmfcn\Indomomacm\Irbcsamchmmmc\anu
c«rbonamlm th ine| | | Nevirapine | Niacin | Nicotine | Nitroprusside | Omeprazole | Phenytoin | Piloca
rpine| Plant Extracts| 1 | Ribavirin | |Sulindac| T} | Valproic Acid
abrine | 1C; ine | Ci | Citalopram | Clomi ine| Clozapine | Cocaine | Cyclosporine | Ethanol | Fluo
- p— - xetine | | Tmi ine | Meth ine | N ,4-
HTR2C 3358 Delirium  MESH:D003693 88 87 : 3 el 0 ine | Paroretine | Pilocarpine | Plant
Extracts| S ine | I Trazodone | Valproie Acid
Amiodarone | Amitriptyline | ion | Carbamazepine | Chlor IC | Clomipramine | Clozapine | Cyclosporine | Desipr
. . . amine | D tha | Dextromethorphan | Diazepam | Diclofenac| Famotidine | F! | Fluoxetine | 11 I1tr
CYP2C19 1557 Delirium  MESH:D003693 87.07 78 INMethyl 5, o o€ | yioin| Plant
Extracts| P | Quinidine | LT ine | Tranyleypromine | Valproic Acid
abrine [ Amiodarone | C Ic IC | Clozapine | Cyclosporine | T T | Disulfira
CASPT 540 Deliium  MESH:D00S693 56.65 9 m | Flecainide | Fluoxetine | H: idol | Tmi ine | |Tsoflurane | Levodopa | Lithium | Memantine | Methotrexate | Nitraz
. epam | Nitroprusside | ON 01910 | Plant
Extracts| P 1P | Ribavirin | Risperidone | line | Sevoflurane | T ide | Valproic Acid | Verapamil
| Ami | Atenolol | ine| | CI ICI | Clozapine | Cocaine | Cyclosporine | De
S0D1 6647 Delirium ~ MESH:D003693 s6.21 108 xamethasone | Diclofenac| Disulfiram | Donepezil | Doxepin | Ethanol | Fluoxetine | Haloperidol | Indomethacin | Levodopa | Lithium | meph
- edrone | | | Nicotine | Ni | N-Methyl-3,4- 10 ine | Plant
Extracts| Propofol | Q i | I Sulindac| Thyroxine | Tramadol | Valproic Acid | Verapamil
abrine | [ ion| C: zepine | C) | Cimetid | | Clonidine | Cocaine | Cyclosp
orine | Dexamethasone | Dexmedetomidine | Diclofenac| Digitoxin | Donepezil | Ethanol | Fluoxetine | Furosemide | Imipramine | Indometh
CASP8 841 MESH:D003693 86.1 111 acin| I | Lithium | Methotrexate | Morphine | Nicotine | Nit |N-Methyl-3,4-
3 | Ofloxacin | C | Paroxetine | Plant
Extracts | Propofol | Ribavirin | Sulindac| T | Valproic Acid \ Verapamil
abrine | | Atropine | Ci | Clonidine | Cyclosp I F: [ [l [Metha
SLC47A1 55244 Delirium  MESH:D003693 85.83 52 ine | | Nicotine | O: | Procai \r | Quinidine | ine | | Tacrine | Trama
dol | T: | Valproic Acid | Verapamil
abrine | | Ami | i ine| iptine | C: ine | Cl ine | Cocaine | C; ine | Dexametha
sone | Diclofenac| Digoxin | Ethanol | Fluoxetine | F I1b | ide | cin| Lithium | | Meth
VEGFA 7422 Delirium  MESH:D003693 84.57 106 ocrexane\Mecopmloll\/{oxphme\NemapmelN:acm\\hcoune\N:fed:pme|l\mop1umde\NMenhyu
y | IP | Plant
Extracts | P 1P 1 idine | Ribavirin | Sevoflurane | T | Valproic Acid
Baclofen| Carbamazepine | Clozapine | Cocaine | Dexamethasone | Diazepam | Ethanol | Fluoxetine | Haloperidol | Levodopa | Memantine |
PENK 5179 Delirium  MESH:D003693 84.28 89 I | Morphine| | Nicotine | 1 3 | Plant
Extracts| P 1 | ine | Thiop: m"ﬂ\ValpromAcld\VcrapamJl
ine | Amitriptyline | Atropine | C; ine | Clonidine| Cyclosy 1D | Famotidine | | Nicotin
SLC47A2 146802 Delirium  MESH:D003693 83.57 52 e O |P i |P | Quinidine | | | Tacrine | Tramadol | Trimethoprim | Valproic
Acid | Verapamil
abrine | Atenolol | Atropine | Baclofen | Citalopram | Clozapine | Cocaine | Desipramine | Dexamethasone | Diazepam | Di | Ethanol |
CREB1 1385 Delirium  MESH:D003693 82.93 106 Fluoxetine | I | Levodopa | | | Morphine | Nicotine | | Nitroprusside | Olanzapi
ne| Plant Extracts| P 1 ine | Sertraline | Sevoflurane | Tranyleypromine | Valproic Acid | Zolpidem
IAtropine | C| | Clozapine| Cocaine | Dexamethasone | Ethanol | Fentanyl | Fluoxetine | Haloperidol | Imipramine
CRH 1392 Delirium  MESH:D003693 82.8 101 T | Ketamine | Meth | | Naltre | Nicotine | Nitroprusside | Phenelzine | Phenytoin | Propranolol |
i | Thioridazine | Thyroxine | Valproic Acid
abrine | Amitriptyline | Atropine | Car ine | Chlor ine | Ci in | Cyclosporine | Desipramine | Dexamethasone | Disulfi
o . ram | Donepezil | Doxepin | Ethanol | G ITbuprofen | Imi ine I in | Mo ine| ine | Methot
ACHE 43 Delirium - MESH:D003693 82.7 81 te| Metoclopramide | Morphine | Nicotine | Ofloxacin | | i Ip salicylate | Pilocarpine | Plant
Extracts| 1 I \Tamnc\’r im | Valproic Acid
abrine | Amitriptyline | Atenolol | Atropine | |Ca Ic | Cyclosp | De sone | Diazepam | Dic
NOS2 4843 Delirium  MESH:D003693 52,56 o7 lofcnnc\D)sulﬁramlDonopcle\Etl"nnol\Fluoxclmc\[bupmfcnl ide | | IL ine | Lithium | Maproti
: line| | | | | | Naltrexone | Niacin | Nicotine | Nifedipine | Nitroprussi
de | Phenytoin | Pi i \Plam. Extracts | Propofol | Ranitidine | i I Thiopental | Trazodone | Valproic Acid
iod | Ami ine | C Ic Ic yein | Cl IClozapine | Cy D
INHBE 83729  Delirium  MESH:D003693 80.15 68 oxemeELhanolIF'leca)mde\Fluoxeuueh idol | Imi | Nevirapine | O | Oxycodone | Qui | ine | Sertra
ine | 1 | Valproic Aci
abrine [ Amiodarone | line [ Atropine | Ci ine| Clozapine | Cocaine | Dexamethasone | Digoxin | Ethanol | Fluoxetine | Ib
GFAP 2670 Delirium  MESH:D003693 79.69 92 uprofen | K ine | M ine| ine | Methotrexate | Morphine | Nicotine | Nifedipine | N-Methyl-3,4-
i 1 igmine | P ine | Plant Extracts | S ine | T ide | Valproic Acid| Verapamil
Acyclovir| Antipsychotic
AVP 51 Delirium  MESH:D003693 79.65 5 Agents| Chlorpromazine | Clonidine | Dexamethasone | Ethanol | Fluoxetine | Haloperidol | fosfamide | Indomethacin | Isoflurane | Levodo
pa | Lithium | Mesna | Methamphetamine | Methotrexate | | Morphine | Nicotine | Ni | Propofol | | Valp
roic Acid
abrine | | Ami |
B Ic |c IC Ic 1Ci 1ci yein| Clonidine | Cocaine | Code
CXCL8 Delirium  MESH:D003693 79.6 113 ine| Cyclosporine | Dexamethasone | Diazepam | Diclofenac | Digitoxin | Digoxin | Di ine | Ethanol | F. | Tbuprofen | Ind
omethacin | Itraconazole | Lidocaine | Lithium | Lithium Carbonate | Magnesium
Sulfate | | Morphine | Niacin | Nicotine | Nifedipine | ON 01910 | Plant Extracts | iline | T | Valproic Acid
! e -
B Ciprofloxacin | Clonidine | Clozapine | Cocaine | Cyclosporine | Dexa | Dext phan | Diclofenac | Donepezil | Ethanol | F
1L10 3586 Delirium  MESH:D003693 79.1 110 | Fluoxetine | F | Ibuprofen | Indomethacin | Lithium | Methadone | Methamphetamine | Methotrexate | Mi |
Morphine | Nicotine | Olanzapine | Omeprazole | Pilocarpine | Plant
Extracts | Propofol | P | | Ribavirin | Theoph; 11mewa1pmm Acid
abrine| Amiodarone| Ca ICl Ic idine | Cocaine | Cyclos | Desipramine | Dexamethason
. N - . arae . N e| Diclofenac | Di | Ethanol | Fy \Ibuprofcnl ide | I | ine| I
DDIT3 1649 Delirium  MESH:D003693 78.86 67 Nicotine| | | Ofloxacin | ¢ |oN 019101 stoin! oing | Plant
Extracts| ine | Sulindac| Tacrine | Valproic Acid | Verapamil
abrine | [Amitriptyline | C: IC Ic [ Clozapine| Cy B I Diclof
ASNS 440 Delirium  MESH:D003693 78.53 66 enac| Disulfiram | Doxepin | Ethanol | Flecainide | Fluoxetine | E idol | Tbuprofen | T 11 ine| I | Methotre
xate | Quinidine | Sertraline | Sulindac| Thioridazine | Valproic Acid
abrine [ Amiodarone | Clozapine | Cocaine | Desipramine  Disulfiram | Ethanol [ Fluoetine [ Furosemide | Haloperidol | Tsofturane [ Metha
ARC 23237 Deliium  MESH:D003693 78.24 87 | Nicotine | y1-3, | Paroxetine | Plant
Extracts | Propofol | S ine | 1T ine | Triazolam | Valproic Acid
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Appendix #FS1-3

Disease

Inference  Reference

53;';1 GenoIp  Disene Disease ID e *'orenC®  Chemicals (Inference Network)
Iprazolam | | Amitriptyline | O ICi in| Clomipramine | Cocaine D IDextromethorphan
CYP3A23/3A1 25642 Delirium MESH:D003693 78.11 68 | Diclofenac| Ethanol | F1 | | ij ine| in | Ketamine | L ] | | Nevira
pine | IC | Oxycodone | Phenytoin | Plant Extracts | Valproic Acid
ine|C inc | C I Clozapine| Gocain | Cyclosporine | ielofenae | Diltagem  Ethanl | Haloperidal| Leva
DRD1 1812 Deliium  MESH:D003693  77.26 99 dopal Lithium | Methamphetamine | Metoclopramide | Morphine | Nicotine | O it 1P I Plan
Extracts | Risperidone | ger"‘ﬂ]!ne | Valproic Acid | Verapamﬂ
abrine | i ] 1C |1 Cl |Ci 1C i ine | Clozapine | C; ine | De th
TAGLN 6876 Delirium MESH:D003693 76.62 66 asone | Duxepln | Ethanol | l‘leu\lnlde | Fluoxetine | | Ibuprofen | ] ] 1 Q d I
| T |T) | Valproic Acid
‘Atropine | ine | C ine| O [Cital TClonidine | Cocaine | Cyproheptadine | Dexamethasone | Disulfiram
POMC 5443 Delirium MESH:D003693 76.53 86 | Ethanol | Fentanyl | Fluoxetine | Ibuprofen | ]mlprﬂmlne | Indomethacin | Levodopa | L!docﬂ]ne | Lithium | Methamphetamine | Morphine
| Nicotine | Nitroprusside | N-Methyl-3,. 1 O] 1 | 'T] | Valproic Acid
abrine | I IC ic IC | Clozapine | Cocaine | Cyclosporine | Desipramine | De
. P . . arqs - 9 xamethasone | Diclofenac| Llhﬂnol |F luoxcllnc | Ibuprofen | L ine | Lithium | Meth h | Methot te | Morphine | Nicoti
NRsC1 2008 Delirium - MESH:D003693 7639 93 ne | N-Methyl-3,4-methy : I | ON 01910 | Phenytoin | Plant Extracts | Prednisone | Thyroxine | Valproic
Acid| Verapamil
abrine | | i I in | Cl ine | Ci idine | Clonidine | Cocaine | Codeine | Cyclosporine | Dexamethason
. . - e | Dextromethorphan | DlLlulenuL | Digitoxin | Digoxin | Disulfiram | Ethanol | Fluoxetine | Ibuprofen | Indomethacin | Irbesartan | Isofluran
ceL2 6347 Delirium  MESH:D003695 7591 81 ¢ Lidocaine | Methadone | M hetamine | Methotrexate | Morphine | Niacin | Nicotine | Nifedipine | Nitroprusside | Phenytoin| Piloca
rpine | Plant Extracts| 1T I e [ Valproic Acid
[ Amitriptyline | C [ Citalopram| C ine | Clozapine | Cyclosporine | D TDiclofenac | Doxep
FABP1 2168 Delirium MESH:D003693 75.5 62 in| Ethanol | FlPl‘ﬂlnldE‘ | Fluoxetine | i ine| ine| | Niacin | O] ine | Plant
Extrac 1S | T | | Valproic Acid
A L T T | Cyproheptadine T > TEthanol | Fluoxetine |
HRH1 3269 Deliium  MESH:D003693  75.48 68 Lamotrigine | Methotrexate | Morphine | N-Methyl-3,4 i ine |0 ine | Pa | Plant
Fxtrﬂcts | | | | Tacrine |Val})1"01C Acid
1C ine | CI 1C I Cl | Clonidine | Cocaine | Cyclosporine | Dexamethasone | Dex
- . . - medetomidine | Dextromethorphan | Diclofenac | Ethanol | Fluoxetine | Haloperidol | Ibuprofen | Indomethacin | Isoflurane | Methampheta
BCL2L1 598 Delirium  MESH:D003693 75.34 84 mine | Methotrexate | Metoprolol | Morphine | Nicotine | Nitroprusside | N-Methyl-8.4-methylenedioxyamphetamine | ON
01910 Phenytoin| Plant Extracts | Propofol | Sulindac| T | Thyroxine | Valproic Acid
[Amitriptyline | C Cyclosporine | D | Diclofenac | Digoxin| Bthanol | Ketamine | Levetiracetam |
ABCB1A 18671 Delirium MESH:D003693 63 L ] |Mnrphln?| i ine | On | Oxycodone | 3 in | carpine | Plant
Extracts | 1Q | 1S ne | Valproic Acid | Verapamll
“Atropine | C I ic TClozapine  C I Dexamethasone |1 letomidine  Diclofenac| Di
~ ) I , gitoxin| Donepezil | Bthanol | Fluosetine | | Tbuprofen| ide T | | Ketamine | Lithium | Methotrex
o3 7157 Delirium - MESH:DO03693 2 M1 ate|Morphine | Niacin | Nicotine | Nifedipine | Nitroprusside | O 10N 019101 | Plant
Extracts | ine | Propofol | Quinid | | Sulindac| Tacrine | Tt ide | Theophylline | Thyroxine | Valproic Acid
Carbamazepine | Clozapine | Cocaine | Cy [ ID | Diclofe c| Disulfiram | Ethanol | Famotidine |
GSK3B 2932 Delirium  MESH:D003695 501 1o Fluoxetine | Haloperidol | lndomuhaun | Ketamine | Levodopa | Lithium | Methamphetamine | Methotrexate | Morphine | Nicotine | Nitrop
russide | N-Methyl-3,4 10! | Plant
Extracts | Propofol | Propranolol | Risperidone | Sevoflurane | Sulindac| Valproic Acid
abrine | Carbamazepine | Chloroquine | Cimetidine | Clonidine | Clozapine | Cocaine | Cyclosporine | Dexamethasone | Diazepam | Diclofena
NFKB1 4790 Delirium MESH:D003693 74.91 97 c¢| Digitoxin | Diltiazem | Disulfiram | Ethanol | Haloperidol | Ibuprofen | | Irbesartan | | Lithium | Met]
ne | Morphine | Niacin  Nicotine | | Phenytoin| Plant Extracts| | Sulindac| T | Valproic Acid
abrine | [ [ Atenolol | C Clozapine | C D | Diazepam | Di TDisulfir
sobs 68 Delivium  MESHDO03603 7448 Los  amlEthanol | Haloperidol | Touprofen | Indomethacin | ane  Levodopal | Methotrexate | Morphine | Nicotine | Nif
edipine | | Paroxetine | | Pilocarpine | Plant
Extracts | Propofol | S | Sulindac | T¢ | Thyroxine | Tramadol | Trazodone | Valproic Acid | Verapamll
abrine | Amiodarone | Atenolol | Cefepime | Clozapine | Cocaine | C: IL | Ethanol | F: | Halo
AGT 185 Delivium  MESH:D003693 7415 o1 veridol| Ibuprofen | Indomethacin| Irbesartan | Ketamine | Methotresate | Metoprolol | Morphine | Niacin | Nifedipine INitroprasside|N-
Methyl-3, ine |0 | Plant
Extracts | | ine | T ide | Thiopental | Thyroxine | Valproic Acid
Amphotericin
REN Delirium MESH:D003693 73.87 55 B| Atenolol | Clonidine \ Cyclosporine | DLxAmL[hxlaonL I UlltlAALm | L(h.)nl)l | Fentanyl | Furosemide | Indomethacin | Irbesartan | Isoflura
ne | Ketamine | Sulfate | | | | Plant
Extracts | F)Opofo] | Propranolol | | Sulindac | Theophyllme | Valproic Acid
abrine | e | C: ine | Cocaine | C; 1D | Diclofenac | Disulfiram | Ethanol | Fluoxetine | Haloperi
L . . dol | Llnezolld\ | | Nicotine | | yl-3,4-
MAOA 4128 Delivium  MESH:D003693 7 70 3 10 | Plant Extracts | | | | Sulindac| T | Valproic
Acid
abrine | Alprazolam | Amiodarone | Amitriptyline | Carbamazepine | Chlorpromazine | Clozapine | Cyclosporine | Dexamethasone | Dextrom
CYP3A5 1577 Delirium MESH:D003693 88 ethorphan | Diltiazem | Fluoxetine | Haloperidol | Ifosfamide | Lidocaine | Midazolam | Omeprazole | Phenytoin | Physostigmine | Plant
Extracts | | Trazodone | Valproic Acid | Verapamil
abrine | Antipsychotic
GAD1 2571 Deliium  MESH:D003693  73.62 87 Agents| Carbamazepine | Chlorpromazine | Clozapine | Cocaine | Cyclosporine | Dexamethasone | Diazepam | Ethanol | Fluoxetine | Furose
mide | Haloperidol | Ketamine | Levodopa | Methotrexate | Morphine | Nicotine |0 arpine | Propranolol | Valproic Acid
Atropine | Ci | Cloni Ine | Cyclosp 2 | De | Digoxin | Di | Ethanol | Famotidine | Flecainide | Imiprami
SLC22A3 6581 Delirium MESH:D003693 73.32 45 ne | Lidocaine | ] | ide | | 16 dine | Ranitidine | T im | Valpro
ic Acid | Verapamil
abrine | C ic inelC ine|C in] Cocaine | C inc D TDi TDigitoxin | &
COKNIA 1026 Delisium  MESH:D003693  79.64 s thanol | Fluosetine | Touproten| Ifstamide | Indomethacn  Lidocaine | Lithium | Methamphstamine | Methotrexate| ovpine Lo
icotine | N mine | O |ON 01910 OX\’codone | T’henytmn | Plant
Extracts | 1 ine | Qt idine | Sulindac| Tacrine | T¢ | T | Thyroxine | Valproic Acid
Amitriptyline | Carbamazepine | Clonidine | (_/luAuplm. | Cocaine | Dexamethasone | Diazepam | Ethanol | Famotidine | Flumazentl | Halope
GABRA1 2554  Deliium  MESH:D003693  72.32 86 ridol| ILevodopa L M | Morphine | N-Methyl-3,4-
i P ine | Propotol | T ine | Valproic Acid | Zolpidem
Amitriptyline | Carbamazepine | Clozapine | (‘ocame | De:lpram!ne | De‘(amelhﬂ;nne \ Doxepin | Ethanol | Fluoxetine | Imipramine | Metha
HTR1A 3350 Delirium MESH:D003693 72.18 80 mphetamine | Morphine | Nicotine | Phy: ] | | I | Serotonin Uptake
| | Thyroxine | Trazodone
IC inc| Cital | Clomipramine | Clozapine | Cocaine | C oI TDextromethorphan | Etha
SLOBA4 6532 Deliium  MESH:DO003693  72.18 63 nol| Fluoxetine | Haloperidol | Imi  Levodopa | | | N-Methyl-3,4-
meth; i ine | etine i alfa-2b | Ribavirin | Serotonin Uptake | Sertraline
| Cocaine | D |Di | Ethanol | |F] | Ketamine | Levodopa | Lorazepam | Methamp
GABRG2 2566 Delirium MESH:D003693 71.81 71 hLLumlnL | MlduLulum ] MurphlnL I \hLutJnL | N-Methyl-3,4-
P | Propofol | Se I ine | Valproic Acid | Zolpidem
Sbrinel Ami | iptine | C: Chlor | Cimetidine | Clozapine | Cyclosporine | Dexamethasone | Dexmed
HMOX1 3162 Delirium MESH:D003693 70.7 114 etomidine | Diclofenac | Disulfiram | Fl}qﬂnol | Fumvelrﬂd? | Tndomelha(‘ln |Tsoflurane | Lithium | Melhamph‘etﬂmlnve | Methotrexate | Meto
prolol | Morphine | Niacin | Nicotine | | e | vtoin | I | Plant
bx(ruL’ta | Propofol | ] IS | Sulindac | Tacrine | T \ Vulpz‘olL Acid | Verapamil
| ith Ve | Clozapine | C: ine | C: ine | D¢ thase | Diazepam | Diclofenac | Digoxin | Donepezil | E
ALB 915 Deliium  MESHDOOS6SS  70.63 o5 thanol| Furosemide| Thuprofen| Tmipr it | Irbesartan | Ketamine | Mesna | Methotrexate | Morphine | Nevirapine | Nico
tine | Olanzapine | ON 01910 | Physostigmine | Plant
Extracts | | 1S | Sulindac| T: e | Thyroxine | Valproic Acid
Amiodarone | Atenolol |Atmplnv_ | Cefepime | Cimetidine | (_/lun]dln(. | Cocaine | Cyclosporine | Dexamethasone | Digoxin | Ethanol | Furose
NPPA 4878 Delirium MESH:D003693 70.57 76 mide | | Ind th | Irbesartan | | I | N-Methyl-3,4-
i | Plant Extracts | Propofol | P | | Valproic Acid | Verapamil
| Amitriptyline | C | Citalopram| Clomipramine | Clozapine | Cocaine | Cyclosporine | Dexamethasone | Doxepin
NUPR1 26471 Delirium MESH:D003693 70.55 78 | Flecainide | Fluoxetine | i | | Nicotine | Ofloxacin | Plant
Extracts | Quinidine | | | T} | Valproic Acid
‘Amphotericin
) - . BIC ine | Cocaine | 1D I Disulfiram | Donepezil | Ethanol | G | Touprofen | T in | Tsof
APP 351 Delirium  MESH:D003693 93 lurane | Levodopa | Lithium | Memantine | Methamphetamine | Methotrexate | Nicotine | Nitroprusside | O} | Pa ine | Physosti
mine | Plant Extracts | Q i Fumarate | | | Sulindac | Thyroxine | Valproic Acid
Baclofen | Ldrhump\teplne | Clozapine | Cocaine | C | L | Diclofenac | Ethanol | |1 | Linezo
MAOB 4129 Delirium MESH:D003693 70.11 71 lid | Meth, | Methot ate | ide | N-Methyl-3,4- 1y ioxy ine| O ine | Phenelzine | Plant
Extracts | Risperidone | Selegiline | o Sulindoc Valproi Acd
- -~ | Amitriptyline | C | Clozapine | Cyclosporine | D TDoxepin Flecainide | Fluoxet
DEPP1 11067 Delirium MESH:D003693 70.08 62 ne | . ine | N ‘ | Ofloxacin | Quinidine | S ine | T} | Valproic Acid
— - . ‘abrinel| ICi I IC IC | Clozapine | C T | Doxepin|
SERPINA3 12 Delirium ~ MESH:D003693  69.67 55 e e i e S e ‘ elorpor
abrine | ic ine | C [ Ciprofloxacin| Ci ycin] Clomipramine | Clonidine | Cocaine | C
IL1A 3552 Delirium MESH:D003693 69.57 74 ydn:ponne | T)e)(ame'hﬂsone | Diclofenac | Disulfiram | Ethanol | n')upmfen |1 ] | ]
| Morphine | Nicotine | Plant Extracts | Ranitidine | S | Sulindac | Valproic Acid | Verapamil
[ [ Ic IC TCy E D
S _ o e - § an| Ethanol | ide | Indomethacin | Ketamine | L | pine | Nicotine | N-Methyl-3,4-
CYP2B6 1555 Delirium MESH:D003693 69.13 67 y . . 10 | | Phenelzine | Phenytoin | Plant
Extracts | Propofol | iline | ev‘trahne | Tranyleypromine | Valproic Acid
i |1 C: ine | CI 1C | Clozapine | Cocaine | Cyclosporine | Dexamethasone | Fluoxetine | Ibuprofe
CcYp2C8 1558 Delirium MESH:D003693 68.73 63 n| | Irbesartan | | I | Plant
Extracts | P | Thyroxine | Tranyleypromine | Trimethoprim | Valproic Acid | Verapamil
‘Amiodarone | Chlorpromazine | Clozapine | Cocaine | Cyclosporine | Disulfiram | Ethanol | Haloperidol | Tbuprofen | Tndomethacin | Memant
CAMK2A 815 Delirium MESH:D003693 68.15 75 ine| Methamphelﬂmlne | MoTphlne | N|cot|ne | leerhp]ne IN-Methyl-3,4-
|01 | idone | Valproic Acid | Verapamil
[ [
. o e . ) B C: [ ine | Cimetidine | Clomi ine | Clozapine | Cocaine | C ine | Dexamethasone | Diclofenac| Doxe
GSTP1 2050 Delirium - MESH:D003693 68.03 92 pin | Ethanol | F idol | Tbuprofen | ide| I | Lithium | Mesna | Methamphetamine | Nevirapine | Nifedip
ine | N-Methyl-3,4- 1O | Plant Extracts | Quinidine | Theophylline | Valproic Acid
Clonidine | Cocaine | Codeine | Dextromethorphan | Ethanol | Fentanyl | Fluoxetine | Haloperidol | Levodopa | Loperamide | Meperidine | Me
OPRM1 4988 Delirium MESH:D003693 67.58 73 thadone | | Morphine | | Nicotine | Oxycodone | Phenytoin | Pilocarpine | Tramadol | Valproic
Acid
abrine |G TC ine | Clomi TClozapine| Cocaine | Cyclosporine | Dexamethasone | Diclofenac| Ethanol | Fluox
conD1 s05 Deliium  MESH:DO03Gos 6721 1og  etinelHaloperidol | Tbuprofen | Indomethacin | Itraconazole | Ketamine | Lidocaine | Lithium | Methamphetamine | Methotrexate | Nicotine

| Omeprazole | ON 01910 | Phenytoin | Plant
Extracts | Propofol | Ribavirin | | Sulindac| T |T! | T | Thyroxine | Valproic Acid
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Appendix FS1-4

ooy GonoID D% Disgagorn  Prene®  FelTR® Ghgmicals (faforonco Notworld)
abrine IAlprszulam 1 Amphotericin
2 4558 Delivium  MESH:D00S693 611 s BIC 1C IC | Clonidine | Cocaine | It | Diclofenac| Digoxin | Ethanol |
| l‘entunyl\ | Lithium | Lithium
Carbonate L | | | Morphine | Nicotine | Pilocarpine | Plant Etracts | Ribavirin T
‘Amitriptyline | Clonidine | Clozapine | Cocaine | T | Ethanol | F | | [Ketamine | Lithium
NPY 4852 Delirium  MESH:D003693  67.03 101 |Methamphetamine | Morphine | Nicotine | N-Methyl-3,4-methy y |Olanzapine | Pilocarpine | Plant
Extracts | Propofol | Thiopental | Valproic Acid
. . . _ abrine| Amiodarone | Chlorpromazine | Clozapine | Cocaine | D I Disulfiram | Ethanol | Fluoxetine | Haloperidol | Touprofen | Levodopa | Li
FosB 2354 Delidum  MESH:D003693 66.87 87 thium | Methamphetamine | Methotrexate | Morphine | Nicotine | 4 ¥ i | ON 019101 Pilocarpine | Valproic Acid
‘Atropine | Bupropion | C IC [Cocaine| Cy D! ine D ¢ IDiazepam | Diclofenac| Diltiazem Di
MAPKS 5599  Delirium  MESH:D003693  66.81 90 phenhydramine | Disulfiram | Donepezil | Ethanol | Fluoxetine | E | Lithium | Mesna| | I Nicotine | Nitroprus
side | Paroxetine | Pilocarpine | Plant Extracts | Sertraline | Sulindac| Valproic Acid | Verapamil
abrine| Baclofen | Carbamazepine | Clomipramine | Clozapine | Cocaine | Cyclospy ine D [Diazepam | Ethanol | Haloperid
TACI 6863 Deliium  MESHD003693  66.67 93 ol | | Lithium| \Morphme \ Nizatidine | Pilocarpine | Ranitidine | Scopolamine | Theophylli
ne | Valproic Acid
Bupropion | Clozapine | Cocaine | Cy ine I C ine [ Desipramine | [Fluoxetine | idol [ Tmipramine |
HTR2A 3356 Deliium  MESH:D003693  66.01 83 mine| Nicotine|) y i |Olanzapine | | Quetiapi
Fumarate | ertraline | Tramadol | Trazodone | Valproe Acid
abrine | Atropine | Cocaine | Cy ydramine | Donepezil | | in | Isoflurane |
BCHE 590  Delirium  MESH:D003693  65.95 68 SulfateIMeLhotre'(aLeIMetoclopramldeIMorphme\NMeth)lCla ine| ine | Phy ine | Pilocarpine | Plant
Extracts | Promethazine | Ranitidine | Rivastigmine | Tacrine | Tramadol | Valproic Acid
c IE [Cimetidine| C [Clozapine| Cy T [Diazepam | Diclofenac| Ethanol
, - . a6 \l’luconaml(‘Hfosl‘amndc\ | Lidocaine | L de| | | Nifedipine | N-Methyl-3,4-
NR1I2 8836 Delirium  MESH:D003693 65.34 81 i ine | O; | Oxycodone | Phenytoin | Plant Extracts | Propranolol | Risperidone | Sevoflurane | Thyroxine | Valproic
i [ Verapamil
abrine| [Cocaine| C ine | D TDiclofenac| Digitoxin | Disulfiram | Behanol | Fentanyl | Fluoxetine [ Touprofen [ Tndomet
NFKBIA 4792 Deliium  MESH:D003693  65.07 79 hacin|I | Ketamine | L ide| | Morphine | Niacin | Nicotine | Nifedipine | Nitroprusside | Phenytoin| Pi
locarpine | Plant Extracts | Propofol | Sulindac| Im ine | Thiopental  Valproic Acid
abrine| [ Amitriptyline | C: 10 ICitalopram | C | Clozapine| C ine | Doxepin | Ethanol | Flec
SLC2A3 6515 Delirium ~ MESH:D0036! 64.84 ainide | F1 ine | Imi ine | ium Sulfate |
i | Quinidine [ Sertraline | T IValpmic Adid
abrine | Ami 1C: 1C i \Cuneudmelc P | D ine | De | De | Diclofenac| D
- 1571 Delivium  MESH:DOO3G93  63.54 s isulfiram|Ethanol | Ketamine | L | 1Mi | Nicotine | Nifedipine | N-Methyl-3,4-
ine |0 0xycodone | Phenytoin| Plant
Extracts | Quinidine | S Im I I ine | Valproic Acid
. - abrine | Clozapine | Cocaine | C 1D | Ethanol | | | Levodopa | TMorphine | Nicotine |
HOMER1 9456  Deliium  MESH:D003693 635 T Naleibylat JF—— s Velpeeie Acid
. ) o Ic ine | Clozapine  C; ine | Cy |Di Tfosfamide | Lidocaine | Nifedipine | Ofloxacin | Olanzapi
SLC22A5 6584 Delirium  MESHD003693  63.42 61 helOmeprazole | Oxycodone | Plant Extracts| P ine | Propranolol | ine Fumarate | T | Valproic Acid | Verapamil
abrine | Ami IC & [Cocaine | C; [Desipramine | L I Diclofenac| Disulfiram | Ethanol | Tbu
PPPIRISA 23645  Deliium  MESH:D003693  63.25 47 profen| in| ine | Methotrexate | N-Methyl-3,4-met i ine pine | Plant
Extracts| Ranitidine | Sertraline | T | Valproic Acid
abrine | Al lam | | C: ine | C! | Ci; in | Citalopram | Clomi | Cocaine | Cy 1 D¢
. . . . - \chlofenac\Dlsulﬁram\ELhnnul\ i l | Lithium| ine| I Niacin | Nicotine | Nitroprusside | N-
PARP1L 142 Deliium  MESH:DOO 6274 ™ Methyl-3.4 ine|O |ON 019101 Pilocarpine | Plant
Extracts| R | Selegiline | Sulindac| T I | Valproie Acid | Verapamil
abrine| C I I I | Cocaine | C |0 | Disulfiram | Donepezil | Ethanol | F
MMPY 4318 Delirium  MESH:D003693  62.38 74 amotidine | Fluoxetine | Ibuprofen| Ifosfamide | | Irbesartan | ) | Metoprolol | Morphine | Nicotine | Nifed
ipine |ON 01910 Pilocarpine | Plant Extracts| Propranolol | Ranitidine | Temozolomide | Thyroxine | Valproic Acid
abrine | Amphetamines | Bromazepam | Citalopram | Cocaine | Dexamethasone | Diazepam | Ethanol | Fluoxetine | Ibuprofen | ine T
CNR1 1268 Deliium  MESHD003693  62.29 61 in|Ketamine|Methamphetamine | Methotrexate | Morphine | Nicotine | N-Methyl-3, ine | Pilocarpine | Quet
Fumarate | Valproic Acid
CDPDS 79158 Deliem  MESHDOOSGSS 6172 - | yine € [Citalopram | C [Clozapine| € TDoxepin| Flecainide | Fluoxetine | Haloperidol |
| Sertraline | T) | Valproic Acid
. - Chloroquine | Citalopram | Clozapine | Cocaine | D | | Ethanol | | Ketamine | Levodopa | Lithium | Metham
GRINZB 2004 Delirium  MESH:D003693 6165 92 phetamine | Morphine | N-Methyl-3,4-methy ine| O | Pilocarpine | Plant Extracts| Sevoflurane | Sulindac| Valproic Acid
abrine | Ami ic [ C inel I [ Diclofenac| Ethanol | Fluoxetine | Indomethacin | Ketamine |
MYC 4609 Delirium  MESH:D003693  61.49 60 | Methotrexate | \]\Acotmc\NxfodnpmcanlmprusSAdcI0N01910\Phcn>nomlPlanL
Extracts| | Quinidine  Ranitidine | Ribavirin | Selegiline | Sertraline | Sulindac| T ine | Valproic Acid
59 i 36 5 5 | Bupropion | Citalopram | Cocaine | D 1Dy | Disulfi | F1 ine | F IL ine | Levodopa | Met
DBH 1621 Delirium  MESH:D003693 613 o6 | Nicotine | Paroxetine | Plant Extracts | Sertraline | Valproic Acid
INDCI 61535 Deliium  MESHD00S693 6109 o 1 ic Ic ine | Clozapine | Cy [ Flecainide | Fluosetine | Haloperidol | Tmipramine | N-Methyl-
I Plant Extracts | Sertraline | T | Valproic Acid
Ammdmne\Ammyp;ylme\Awnolonmopme\ | Chlorpromazine | Clari in | Clozapine | Cyclosporine | D Dicl
ABCB11 8647  Deliium  MESH:D0036: 61.08 64 ofenac| Disulfiram | Thuprofen| in| Irbesartan | | iline | Mi | Nifedipine | Ofloxacin| Olanzapine | Omeprazole | o
xybutynin | Valproic Acid
- < . i iptine | Ci inelC ine | Clozapine | Cyclosporine | D IDiclofenac| Digoxin | Lithium | Loperamid
ABCBIB 18669 Delirium — MESH:D003693 60.99 58 el | | | Phenytoin | Pilocarpine | Prednisone | Quinidine | | Verapamil
abrine | Chlorpromazine | Clozapine | Cocaine | Cyclosporine | Dexamethasone | Diazepam | Ethanol | idine | Fluoxetine | Furosemide |
FGF2 2247 Delirium  MESH:D003693  60.89 72 cin|Methamphetamine | Morphine | Nicotine | Nifedipine | Nitroprusside | Olanzapine | Pilocarpine | Plant
Extracts| T | Thyroxine | Valproic Acid
Ic IC I TC TCital I T [Diclofenac| Furosemide | 1b
ABCC2 1244 Deliium  MESH:D003693 605 57 uprofen| L | 1 | Nifedipine | | Phenytoin | pine | Plant
Extracts| Propi | I T | Thyroxine | Valproic Acid | Verapamil
abrine| | Bupropion| C [ [ Citalopram | Clomipramine | Clozapine | Cocaine | Cyclosporine | Dexamethason
HMGCSL 8157  Deliium  MESH:D003693  60.44 79 clEthanol | Fluoetine| | I | Met | Morphine | Nicotine | Olanzapine | Plant Extracts | Valproic
Acid
Amiodarone | Amphotericin
. a6 N Bl Atenolol | Bromocriptine | Clonidine | Clozapine | Cocaine | D | Digoxin| F I in| | | Meto
NS Delirium  MESH:D003693 6007 89 | Nicotine | OL | | Phenytoin | Plant Extracts | Prednisone | Propranolol | Risperidone | Sertraline | Trimethoprim,
Drug C ion | Valproic Acid
J— 53062 Delium  MESHDOOI93 60,01 55 abrinelA [Amitriptyline | C] o ine | Clozapine| Cy [Diclofenac| Ethanol | Flecainide | Fluoxetine | Haloper
wlol | | | Sertraline | Thioridazine | Valproic Acid
Ic Cla in| Cocaine | Cyclosporine | Dy IDiclofenac| Donepezil | Ethanol | Famotidine | Fentanyl | Tbu
it 3565  Delirium  MESH:D00369: 59.91 83 pmfen\TndomethacinIltraconazole\leocame\th\um\' ide| ] | Morphine | Nitroprusside | Plant
Extracts | Prednisone | Ranitidine | Ribavirin | ! | Valproic Acid
205 - Clonidine | Clozapine | Cocaine| Cy I I | Ethanol | F | | Ketamine | Levodopa | Lithium | mep
TH 7054 Delirium  MESH:DO03693 5977 100} cdrone | Methamphetamine | Morphine | Nicotine | Ni | Olanzapine | | Plant Extracts| Ri | Selegiline | Valproic Acid
b Atropine|Bupropion| Catbamasspine | Chloxpromasin] Clozapins | Cocain | Desipramine | Dexaroothazono | Dissapar | Dilofenacl Ethanol
MAPK14 1432 Deliium  MESH:D003693  50.63 7 | Fluoxetine | Haloperidol | Ibuprofen | Levodopa | | Morphine |
10 | Plant Extracts | Valpmu Acid
abrine| | Cocaine | C; T | Ethanol | [Ketamine | Levodopa | Magnesium
NGF 4803 Delirium  MESH:D003693  59.59 60 Sulfate| Methamphetamine | Methotrexate | Nicotine | Nifedipine | pine| | Propofol | Prop: | Ranitidine | ine| Thio
pental | Valproic Acid
‘Amiodarone | Ciprofloxacin | Clozapine | Cocaine | Cy Tnc D [Diclofenac| Donepezil | Ethanol | Famotidine | Fluconazole | Tbuprofe
MPO 4353 Delirium  MESH:D003693 59.24 72 nlindomethacin Isoflurane  Mesna | Methotrexate | Metoclopramide  Niacin| Nicotine | Omeprazole | Pant
Extracts| IR | I | Valproic Acid | Verapamil
GRINZA 2908 Deliium  MESHDO0S69S 5899 99 abrine| Clozapine | Cocaine | Dextromethorphan | Diazepam | Ethanol | Fluoxetine | Haloperidol | Ketamine | Lithium [ Methamphetamine | Methotrexa
tel | Morphine N Methyl-3.4 I Pilocarpine | Propofol | | Valproie Acid
- Iprazolam| D | Diazepam | Disulfiram | Ethanol | Ketamine | Levodopa | Methamphetamine | Midazol
TRH 7200 Delirium  MESH:D003693 5865 4 am | Morphine | Pilocarpine | l"lant. Extracts | Triazolam | Valproic Acid | Verapamil
5 3 i D003693 5 . 1C 1C 1 IC |C | Clozapine | C: I | Diclofenac|
NROB2 8431 Delirium  MESHD003693 58.54 60 Ethanol | Flecainide | Fluoxetine | Haloperidol | Ibuprofen | Imipramine | Plant Extracts | Sertraline | Thioridazine | Valproic Acid
- - - T abrinel Ami TAmitri I TC [Clarithromycin | Clozapine | C [Ethanol | Flecainide | Fluoxetine | |
ASAH1 427 Deliium  MESH:D003693  58.49 55 ; i O floxacin | Sertoaline | Thiont [¥alproie Agia
. - ) abrine| | Cocaine | D! | Ethanol | Fentanyl | Fluoxetine | T TKetamine
PERL 5187 Delivium — MESH:D003693 57.93 70 mine | | Morphine | Nicotine | N-Meth; | Sulindac| Valproic Acid
i 1959 Delwium | MESHDOOIG9S 5711 -7 abrine| Amiodarone | Atropine  Clozapine | Cocaine | T | Ethanol \ | [Morphine | Niacin | Ni
cotine | N-Methyl-3. | pine | s | Valproic Acid
I - D003 . 5 abrine | C: i | Cocaine | Cye T |Lthunul|lluuxntmu\\hthdmphltummnlNu\un\N Methyl'3.4-
SYp 6855 Delirium  MESH:D003693  57.54 57 ! ine | Phenytoin | ine| pine| I Sulindac | Thyroxine | Valproic Acid
‘Atropine | iptine | C IC [ Clozapine | Cocaine | D [ Diclofenac| Ethanol| idine [ Fluo
CTNNB1 1499 Delirium ~ MESH:D003693 57.5 86 xetine | |Indometh | Lithium | | Methot: te | N-Methyl-3,4-met i | Olanzapine | ON
01910 Pilocarpine | Plant Extracts | Ri ISulindac | Valproie Acid
GaDS 312 Delviam  MESHDO0369S 5725 s Clozapine| Cocaine | Dexamethasone | Diazepam | Ethanol | FI IE [Levodopal [Morphine | Nicotine | N-Methyl-
3.4 lanzapine | pine | I Valproic Acid
N _ ! - , abrine| | Clozapine | C ine | D | | Ethanol | Fluoxetine | E T [Morphine | N
ONAIZ 217 Delirium  MESHID00SGSS 5694 58 icotine|Ni ide |N-Methyl-3,4 ine | Plant Extracts | T)  Valproic Acid
- B SI: - Citalopram| Clomi | Cocaine | Cyclosporine | D [ Ethanol [Tmi | TRetamine |
NTRK2 4915 Delirium  MESHD003693 568 5% nel Niacin| Nicotine igmine | Pilocarpine | Plant Extracts| ine T | Valproic Acid
abrine| Ic ine| C I Clozapine | Cocaine | Cy ine | D 1Dy idine  Diclofenac Ethanol
DUSPL 1843 Deliium  MESH:D0O 56.8 79 | ] in | Lithium | | | Nicotine | y i | Plant
Extracts | Ranitidine | Sertraline | Valproic Acid
abrine | Acyclovir| C ici IC [Cimetidine | Ci [Clozapine | C ine D [Digoxin | Et
ABCG2 9129 Delirium  MESH:D003693  56.26 81 hanol| | I | Morphine | Nicotine | Olanzapine | Omeprazole | Plant Extracts| Quetiapine
Fumarate | | Valproic Acid
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Disease

Soy GonsID DS Diseaserp  Teprence BERR® Guomicals (nferonce Networkd
N - ) IC | Clari in| Clomipramine | Clozapine | C ine D | Doxepin| Ethanol | Flecaini
LSS 4047 Delirium — MESH:D003693 5626 61 de | Fluoxetine | I | | in| ine | Sertraline | Thioridazine | Valproic Acid
— : abrine| G Gy I | Diltiazom | Ethanol | Famotidine | Fluoxetine | Indomethacin | Ketamine | Me
[L12A 3592 Delirium — MESH:D003693 562 43 mantine | | Morphine | Nicotine | Plant Extracts | Prednisone | Ranitidine | Ribavirin | T}
abrine | Ami | Ic IC D Diclofenac | Ethanol | Fluconazole | Tfosfamide 1T
POR 5447 Deliium  MESHD003693  56.08 a7 i | I ine | 3, | Oxycodone | Phenytoin| Plant
Extracts| | Thyroxine | ) ine | Valproic Acid
CALOA 796 Delmium  MESHDO0IGS 580 65 Atropine [Dexamethasone | Dilofenac| Ethanol | Fentany] | Haloperidol Tuprofen | Indomethacin Tsoffurane | Lidocaine [ Morphine | Nitroprusside|
Nizatidine | Phenytoin | Plant Extracts | Propranolol | Ranitidine | | Valproic Acid| Verapamil
abrine | Amiodarone | Atenolol | Atropine | Chloroguine | Cimetidine | Cocaine | Cyclosporine | Dexamethasone | Diclofenac] Ethanol | Fluoxetine | Tndom
EGFR 1956 Deliium  MESHDO003693  55.79 66 othacin| Irbesartan| Methotrexate | Nevirapine | Nicotine | Ofloxacin | Paroxetine | Pilocarpine | Plant
Extracts | Pr | Ranitidine | | Sertraline | Valproic Acid
abrine | Amiodarone | G I | Cimotidine | Ci miC TClozapine | Cy TDexamet
ALDHIAL 216 Delirium MESH:D003693  55.76 61 hasone|Disulfiram| Ethanol | F | | | | Nicotine | O | Phenytoin | Sulindac| Valproic
Acid
] - Baclofon [ C TCocamme DX TDiazepam | Ethanol | Famotidine | Ketamine | Levodopa [ Methamphotamine | Naltrexon [N-
GABRB2 2561 Delivium — MESH:D003693 50 Methyl-3,4- i ine | Plant Extracts | Propofol | Theophylline | Valproic Acid | Zolpidem
GRIAL 2990 Deliam  MBSHDO03G95 5558 93 Citalopram | Clozapine | Cocaine | Ethanol | Fluosetine | Haloperidol | Ketamine | Levodopa | Lithium | Methamphetamine | Morphine | Nifedipine| Ond
ansetron | Pilocarpine | Sevoflurane | Triazolam | Valproic Acid
- . Benatropine | Bupropion | Carbamazepine | Citalopram | Clozapine | Cocaine | Ethanol | Fluoxetine | Haloperidol  Tbuprofen | Ketamine | Levodopa | mep
sLeeas 6531 Delirium  MESH:D003693 5511 % hedrone | 1 | Nicotine | y1-3, y | Plant Extracts | Valproic Acid
abrine| | I 1o | Cimeudme I Clozapine | Cocaine | C ID ID
CYPIAL 1543 Deliium  MESHDO003693 5494 87 dine|Dextromethorphan | Diclofenac| Ethanol | | | Ketamine | L | Levodopa  Mi | Nicotine |N
ifedipine | Omeprazole | Phenytoin | Plant Extracts | Propranolol | Qulmdmc | Sulindac| Tacrine | Theophylline | Valproic Acid | Verapamil
N ) » _ N abrine | C | Clozapine | C I | Diclofenac| Ethanol | | Ibuprofen| Isoflurane | Lidocaine | Methotrexa
510049 6280 Delivium - MESH:D003693 54.84 63 te | N-Methyl-3, y | Olanzs | Phenytoin | Plant Extracts | Quinidine | Sevoflurane | Valproic Acid
Amiodarone| Amphotericin
" . Bl Atropine| I I Ic ine | Dy | Ethanol | ide | Touprofen | in| Irbesar
TGFBL 7040 Delirium - MESH:D003693 51.65 62 tan| ine | | [Morphine | Niacin | Nicotine | Nifedipine | Phenytoin | Plant
Extracts | Prednisone | Sevoflurane | Sulindac | T I Thyrosine | Valproie Acid | Verapamil
abrine | |  Atropine | C Ic | Cimetidine | Cocaine |G TDexamethasone | Diclofenac] Ethano
1cAM1 3383 Deliium  MESH:D003693  54.55 68 1| Famotidine | Ibuprofen | Indomethacin| Isoflurane | Ketamine | Methotrexate | Morphine | Niacin | Nicotine | Plant
Extracts | Ranitidine | Ribavirin| | Sulindac| Valproic Acid
abnneIAmmdﬂmnelAtmpme\(ucame\( 1D | Diclof | Digitoxin | Ethanol | Furosemide | Ibuprofen | Indomethacin | Irbe
VCAM1 7412 Delirium  MESH:D003693 54.3 49 sartan | Ketamine | | | | Niacin | Nicotine | N-Methyl-3,4-methylenedioxyamphetamine | Plant
Extracts | Sertraline | Sulindac | Valproie Acid
- 01 Deliiam  MESHDO0369S 53 abrine| Clozapine  Cyclosporine | Dexamethasone | Bthanol | Fluoxetine | Haloperidol [ Touprofen nl T T
Nicotine| Pilocarpine | Quetiapine Fumarate | | Valproic Acid
. - ' abrine| | .10 Ic | Clozapine | Dy | Diclofenac| Furosemide | Touprofen | Tmipramine | T
UGTIAL 54658 Delirium  MESH:D003693  53.94 5 domethacin| Methotrexate | Morphine | Ofloxacin | Omeprazole | Oxycodone | Phenytoin | Sevoflurane | Sulindac | Thyroxine [ Valproic Acid
. | Atenolol |C I in| Cocaine | Cy ine | D | Digoxin | Disulfiram | Ethanol | Furosemide | Indome
aeph 2539 Delium  MESHD003693 50 thacin| | | | Nicotine | | Plant Extracts | Promethazine | Thyroxine | Valproic Acid
OB 26 Delmiom  MESHDO0S09S  a2.91 5 abnnelAuopine| Carbamazepme] Clozapine] Cosaine | Oyclosporine [ Dexamethasone | Diazepam| Ethanol | Haloperidol | Indomethacin  Levodopa|
Lithium | ine [ Morphine | Nicotine | N | pine | ine | Valproic Acid
<o 15 Detmm MESHDO0I9s 2.9 o abrinel | ptyline | Bupropion| Ca ine| Citalopram | C | Clozapine | Cyclosporine | D TEthanol [F1
uoxetine | I I | I Nicotine | Plant Extracts| Valproic Acid
. oL Delmiom  MESHDO03G9S 5301 96 Closapine | Cocaine | Ethanol | Fluosetine | Haloperidol | Ketamine | Lithium | Methamphetamine | Morphine | N-Methy
1 LPilocarpine | Propotl Sevoflurane  Thiopental Valproie Acid
abrine | Ic Ic Ic T Cocaine | C [Diazepam | Diclofenac] Digoxin | Disul
GSR 2036 Deliium  MESH:D003693 52,91 68 firam| Ethanol | Furosemide  Ifosfamide | Indomethacin | Lithium Carbonate | Magnesium o | Metharce | Nicotine | Plant
Extracts| I Tacrine | T | Thyroxine | Valproie Acid
— 175 Delmiom  MESHDOOI69S o195 5 abrine| Amiodarone | Baclofen | Cocaine | Dexamethasone | Diazepam | Ethanol| Fentanyl| Fluosetine | Levodopa | Mothamphetamine | Morphine |-
Methyl-3 | | Tramadol | Valproic Acid
) - N abrine | Ami | IClomipramine | Cocaine ine | Ethanol | inel nel TMorphine [N-
CREM 1390 Deliium  MESHD003693 5191 5 el " A TN 01910, Bumitidine | & atoroie Awid
CABRAT 2957 Deliem  MESHDO0SGSS 516 v Amitriptyline  Diazepam | Ethanol | Flumazenil | Furosemide| Isoflurane| L [ [Morphine  Pilocarpine | Plant
Extracts| Propofol | Tacine | Zolpidem
SLOITAG 57051 Deliem  MESHDOOSGSS 5121 o Cloapine | Cocaine | Diclofenac| Ethanol | ol [ Tathium] T TMorphine | Nicotine | Risperidone | Sevoflurane |
Valproic Acid
; — o " abrine| ine | Atropine | C TCocaine |G neID: TEthanol G inel ine | Nicotine IN-
CHRNB2 1141  Deliium  MESHD003693  50.96 s el ' | & | s Valorate A
— ; 3 Cocaine | Codeine | L [ Ethanol | [ 1 I | Morphine | TNicotine [Oxyc
OPRK1 4986 Delirium — MESH:D003693 5069 41 odone | Pilocarpine | Plant Extracts | Tramadol | Valproic Acid
REIN o Delmom  MESHDOOSE9S 3065 5 abrine| Carbamazepine | Clozapine [ Cocaine | Cyclosporine | Diclofenac] Ethanol | Fluoxetine | TLathium TMorphine|
Nicotine | Olanzapine | Plant Extracts | Valproic Acid
— i [ Amitri [Chlorpromazine | C inel Clozapine | Cyclosporine | D TEthanol | Flecainide | Fluoxetine | Methamp
APISL 1174 Deliium  MESHD003693  50.67 LTRSS ot e leaoio e
[ w61 Deliiam  MESHDO036SS 5041 o IE G ine  Cocaine | Cyclosporine | Dexamethasone | Ethanol [ Thuprofen Tosfamide Tsoflurane | Ketamine | Me
thotrexate | Nicotine O I Pilocarpine | Propofol | Ranitidine | Valproie Aci
; — o - ‘Amiodarone | Amitriptyline | Clonidine | Cocaine | [ Desipramine | Ethanol | nel T ide [Morphine |
GAL 51083 Deliium  MESH:D003693 5033 50 Nietine| Plant Bxiacts Sulindae Valproie Aid Veraparmil
Cocaine | Cy L | Diclofenac| Bthanol [ Tndomethacin] ine  Methotrexate | Morphine | Nicotin
STATS 6774 Deliium  MESH:D003693  50.15 61 e \ Olanzapine | ON 01910 | Paroxetine | Plant Extracts| Propofol | Propranolol | Risperidone | Sertraline | Sulindac| Theophylline | Thyroxine | Valproic
Acid| Verapamil
DPYSle 1908 Delmem  MESHDOOISS 1973 o wrinel TC TCocaine | C D TDiclofenac | Bthanol | Levodopa | Methamphetamine [ Morphino | PIl
ocarpine | Plant Extracts | Propofol | Valproic Acid
- ; — ‘Amantadine | Clozapine | Cocaine | Cyclosporine | D D phan | Bthanol | 7dol | Retamine | Levodopa | Methamphetam
GRINT 2002 Delirium ~ MESH:D003693 94 " nelMorphine| N-Methyl-3, | Phenytoin | Pilocarpine | Sulindac| Valproic Acid
- . C ine | C ine | Clozapine | Cy ine D | Ethanol I Tbuprofen | Hosfamide | | Methamp
ALDOA 226 Delirium - MESH:D003693 49.31 8 hetamine | othyl-3, i | Plant Extracts | Quinidine | Ranitidine | Valproic Acid
— e ] abrine | Atenolol | C D TDigoxin| Disulfiram | Donepezil | Ethanol| 7 el TMetopro
NPPB 4879 Delirium  MESHDO03693 4912 47 lol | Nifedipine | sside | Plant Extracts | P | Valproic Acid | Verapamil
abrine | Albendazole | Amphotericin
HSPAS 3312 Deliium  MESH:D003693  48.95 a2 BIC I I Diclofenac| Disulfiram | Ethanol | Ibuprofen | | | | |Morp
hine | N-Methyl-3, | Phenytoin| Sertraline | | Valproie Acid
abrine | Atenolol | Carbamazepine | Chlorpromazine | Clozapine | Cocaine| Cyclosporine| Dexamethasone  Diclofenac | Ethanol [ Touprofen [Lithium [
FAS 355 Deliium  MESHD003693  48.94 82 ethamphetamine | Methotrexate | Morphine | Nicotine | y | Plant
Extracts | Propofol | Propranolol  Ribavirin | Risperidone | Valproic Acid
abrine | Ic Ic ine| Clozapine | Cocaine | Cy [Desipramine| D idine | Dicl
NFE2L2 4780 Deliium  MESH:D003693  48.76 76 ofenac] Ethanol | Furosemide | Thuprofen | osfamide | Lithium | | | Nifedipine | ide | Omepr
azole | Plant Extracts| Ranitidine | Selegiline | Sertraline | Valproic Acid | Verapamil
VGF Delirium ~ MESH:D003693 4871 47 abrine | Amiodarone | C | Cocaine | C ine | Disulfiram | Ethanol | Fluoxetine | in | Met ine| ine|Pilo
b - carpine S | Valproic Acid
_— S abrine| Ic Ic 1Cy ine D | Diclofenac| Ethanol | Thuprofen | Indomethacin  Tsofturane | Met
CxcL2 2020 Delirium - MESH:D003693 81 16 | Methotrexate | ide | Nicotine | Phenytoin | Plant Extracts | Ranitidine | Sevoflurane | Temozolomide | Valproic Acid
YPIOTL 29277 Delmiom  MESHDO03GST 1802 o O [Cimetidine | Ci in| Cyclosporine | D TDisulfiram | Ethanol | Fluoxetine | Tndomethacin | Lamotrigine | Nevirapi
ne | Nifedipine | Oxycodone | Plant Extracts | | Verapamil
R ot Delriam  MESHIDO03695 - 5 abrinel | Biperiden| C C ine D TDiclofenac| Ethanol | Ttraconazole | Methotrexate |0
meprazole | 10xycodone | Phe | Tacrine | Valproic Acid | Verapamil
. ) e - iptine| C [ D  Diltiazem | Ethanol | FI el Fl [ inlL TMethotre
STAR 6770 Delirium  MESH:D003693 4785 32 xate | Mi | Niacin | Nicotine | Nifedipine | Pilocarpine | Plant Extracts | Sertraline | Valproic Acid | Verapamil
am e S0 amen I ine| Cocaine | C 1D [ Ethanol | | inel TMorphine [ Niacin | N-Methyl-
3, | Olanzapine| | s | Valproic Acid
SLOITAT 57030 Delmiom  MESHDOOIGSS 4779 71 Clozapine| Cocaine | T T TEthanol | F TKetamine | Lithium | TMorphine | pine [ Plant
Extracts | Valproic Acid
- n Delmom  MESHDOOSG9S 1730 5, abrine| Cimetidine | D TEthanol | Famotidine | Morphine | Nizatidine | Omeprazole | Promethazine | Ranitidine | Scopola
mine | Valproic Acid
- . abrine | Amitriptyline| Citalopram | Clonidine | Cocaine | Ethanol | Fluoxetine | ine [ Morphine | 30
ADORAL 184 Delidum  MESHDO03693 472 50 | Pilocarpine | Plant Extracts | Propranolol | T} ine | Thyroxine | Valproic Acid
DRDS o1 Delirem  MESHDOOI9S 4728 Amitriptyline  Baclofen | Bromocriptine | Clozapine | Cocaine | Ethanol | Fluoxetine | [Levodopal ne | Nifedipine |N-
- Methyl-3.4 | Olanzapine | Risperidone | Tramadol
e 915 Deliiom  MESHDOOGSS 471 6z tbrine Auropine| Closapine | Cyclosporine | Dexamethasone  Dieofonacl Echanol Famoridine [ Indomethaci oflurane  Ketamine T Nethadone
: .| | Morphine | Nicotine | Propofol dine | Sevoflurane | T | Valproic Acid
p—— 2595 Delmiom  MESHDOOIE9S 47,01 o abn;m | Gurbamasepine | Citalopram | Closapin | Cocaine | Desamethasone | Eéhanol | Fluostinel HaloperidolLithium [ Nicoumo Pilocarine! Valpe
ofe Aci
- - T o o TClozapine | € TFlocainide | Fluoxetine | Tmipramine | Plant
HPN 3249 Deliium  MESH:D003693  46.82 9 rmsets Sermline 1 e o
OMIB  aros Delmm  MESHDO0S9S 108 W abrinel [ 1 TClozapine | Dy TEthanol | Haloperidol | in | Nicotine | N-Methyl 5,4-
| Plant Extracts | Valproic Acid
OYPIBI0 1508 Deliem  MESHDOOIGSS 467 +___ Amiodarone  Bupropion| Chlorpromazine | Dexamethasone | Dextromethorphan | Diazepam | Diclofenac | Ethanol | Fluconazole | Midazolam | Nifedipi
nel0 I Phenytoin| Plant Extracts| Quinidine | Valproie Acid | Verapamil
e L e . abrine | C; |C 1C; | D¢ | Diclofenac| Disulfi |E idol | in|L | Mefloqui
ABCC 4363 Delivium  MESH:D003693 46.59 e nel | Ofloxacin  Phenytoin | Pilocarpine | Plant Extracts| Quinidine | Sulindac | Valproic Acid  Verapamil
SLC22A7 10864 Deliium  MESH:D003693  46.24 30 O 1 | Cimetidine |G It [ Diclofenacl I Hbuprofen| INi

acin | Phenytoin | Ranitidine | Sulindac| Valproic Acid
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Appendix #&S1-6

Gene

Disease

Inference  Reference

Symbol Gene 1D Neme Disease ID G Couat Chemicals (Inference Network)
Ic ine | Chlorpromazine | Cimetidine | Cocaine | C. ine | D | Diclofenac| D | Ethanol | Fluco
NR1I3 9970 Delirium  MESHDO003693  46.16 5  nasolelL del | Metoprolol | ] 10 | Oxycodone | Phenytoin | Plant Extracts | Thyroxine | Valproic
Acid
LG 1712 Deliam  MESHDOOIGSS 4615 vs Amiodarone| Cocaine | Dexamethasone| Bthanol | Tbuprofen | Indomethacin | Tsoflurane | Ketamine | Levodopa | Memantine | Methamphetamine | Mor
phine | Nicotine | Valproic Acid
- 23936 Doliium  MESH-DO0S69S 4613 56 abrinelAlprazolam| Clozapine | Cocaine | Cyclosporine | D T [ Ethanol | Fluoxetine | Indomethacin | Methamphetamine | Mo
rphine | Phenelzine | T} | Valproic Acid
P 511 Deliium  MESHDOOS6SS 4555 4 abrinel 6 |L1mehdme\( T [Ethanol | TNicotine | Oxycodone | Phenytoin | Plant
Extracts | Ranitidine | T [Valproic Acid
CHRML 1128 Deliium  MESHDO0369S 4581 ;" abrine\Atropme\BlperidenlCluzapme\(‘ | Ketamine| ine | Mi 1
[Olanzapine | Pilocarpine | Plant Extracts | Propofol | ine| Tacrine
Cares 2396 Delivium  MESHID003693 o 1 Carbamazepine | Cocaine | Ethanol | Fluoxetine | ILevodopa | 1 TNicotine [ Pilocarpine | B
ulindac| Thyroxine | Valproic Acid | Verapamil
REP 9315 Delirium  MESHDO03GSS 4559 5 abrine | [ inelC nel T IDiclofenac| Ethanol | losfamide | Imipramine | Ketamine | Nevira
pine| Oxycodone | T ine | Valproic Acid
CAMKKZ 10645 Deliium  MESHDO03693 4557 1 abrine| Clozapine | Desipramine | Ethanol | Haloperidol | Tfosfamide | Lithium | inel T 3
| | | Valproic Acid
; — _ | 1 I 1Cy I [ Disulfiram | Ethanol | Lithium | Methamphetamine | Methotre
LHB 3972 Deliium  MESHDO003693  45.54 53 xatel | Morphine | | Nicotine | Pilocarpine | Plant Extracts | Sertraline | Valproic Acid
SLO22A4 6585 Deliium  MESHDO0S6SS 4548 35 abrine| Atropine | Cyclosporine | Dexamethasone | Diltiazem| Ethanol | Flecainide | Lidocaine | Nifedipine | Plant
Extracts| IPropranclol| Valproe Acid] Verapanil
cois 5352 Deliviom  MESHD003693 39 sbrinel Atopinel Codine | Cy ID [Digoxin | Disulfiram | Ethanol | Fluoxetine | Indomethacin | Ttraconazole | Ke
tamine | | Moxphme | ot | Plant Extracts | Sulindac| Tacrine
o e , abrine| \coca.mm [ Ethanol | Furosemide | Indomethacin| Isoflurane | Met T 7
TNFSFI0 8743 Delium  MESH:D003693 A" Morphine | Phenytoin | Pilocarpine | Plant Exnr'\cts | Ribavirin | Sulindac | T | Valproie Acid
S I . ~ abrine | Cocaine | Dexamethasone | Ethanol | Thuprofen | in [Lithium | | inel [Morphine  Nitropruss
NOs1 4842 Delirium — MESH:D003693 4525 55 ide | N-Methyl-3, | Pilocarpine | Plant Extracts| Tacrine | Valproic Acid
CAsPz 535 Deliium  MESHDOOS6SS 4514 32 abrine| Carbamazepine| Clonidine | Cocaine Cyelosporine | Dexamethasone | Diclofenac| Ethanol | [Tsofluranc| TMet
hotrexate | Nicotine | Plant Extracts T | Valproic Acid
S - S . abrine| C; | Cocaine| C; IDiclofenac| Ethanol | Furosemide | n | Tsoflurane | 1
TNFRSFIA 7182 Delirum  MESHDO03693 4508 3 [ Nicotine | Ofloxacin| Pilocarpine | Plant Etracts| Quinidine | Valproic Acid
abrine | Ami IS Ic | Cocaine| C. 1D T Disulfiram | Ethanol | Ibuprofen | Tfosa
GeLe 2729 Deliium  MESH:D003693  45.01 51 midel | Ketamine | | | Nicotine | 13, 3 | Plant
Extracts| Sulindac| Valproic Acid | Verapamil
p— 1020 Deliium  MESHDO0S6SS 4491 65 Carbamazepine| Chlorpromazine | Clozapine | Cocaine| C. TDiclofenac| Fluoxetine | E 1dol | Levodopa | Lithium | Methamphetamine |
N Methyl 0.4 i IValprchcvd
. A SH B 1Cy D [Ethanol | Fluoxetine | Lithium | Lithium
PLA2GAA 5321 Deliium — MESH:D003693 448 56 (.srbomte\ | Nicotine | Nifedipin \( | Oxycodone | Plant Extracts | Sulindac| Valproic Acid
Antipsychotic
RGS2 5097  Deliium  MESH:D003693 4472 68 Agents| Cocaine| Cyclosporine | Dexamethasone | Disulfiram | Ethanol | Haloperidol | Ketamine | Lithium | Methamphetamine | Methotrexate | Nicotin
¢ ON 01910| Ranitidine | Risperidone | Valproic Acid
SoKL 5016 Delivium  MESHDO0369S 4468 72 Caxbamazepine | Clomiphen | Clozapine | Cocaine | Cyclosporine | Dexamethasone | Diclofenac | Ethanol | Fluoxetine | Haloperidol | Tndomethacin| Met
| Morphine | Nicotine | N-Methyl'3, | | Valproic Acid
. Amiodarone | Amitriptyline | Citalopram | C ine | Clozapine | C: ine | D | Disulfiram | Ethanol | Imipramine | Indomethaci
SREBF1 6720 Delirium  MESH:D003693 44.66 63 n|Ketamine | Methamphetamine | Nevirapine | Nicotine | Olanzapine | Plant Extracts | Risperidone | Theophylline | Valproic Acid
abrine | Amphotericin
UGTIA9 54600  Deliium  MESH:D003693 4464 42 BlDexamethasone | Diclofenac| Fluconazole | Tbuprofen | Indomethacin | Methotrexate | Morphine | Nicotine | Ofloxacin | Omeprazole | Propofol | Sevofl
urane | Thyroxine | Valproie Acid
) o B abrine | Ic I 1D [Diclofenac| Ethanol | Indomethacin | Methamphetamine | Niacin | Nicotine | Om
BIFAEBP1 1978 Delirium  MESHDO03693 4454 30 eprazole |ON 01910| Plant Extracts | Ribavirin | Thiori [ Valproie Acid
PHYH 5264 Deliium  MESH:D003693  44.44 36 IAmitriptyline| C} ine | C) Ic inel Cy ine | Bthanol | [Ofloxacin| O} [Sertral
ine | Thiori | Valproic Acid
; 003693 - : ‘Atenolol | Atropine | Cocaine  C; I [Diclofenac| Ethanol | T TTrbesartan| T
EDN1 1906 Delirium  MESHD003G93 4435 61 | Nicotine | Nifedipine | | Plant Extracts | Propofol | I | Valproic »xudmeamu
PPPICA 5530 Deliium  MESHDO0S6SS 4435 55 Acetazolamide| Carbamazepine | Clozapine | Cocaine | C | | Ethanol | inl ine | Met
hotrexate | Plant Extracts | Risperidone | Valproic Acid
UBA52 7311 Delirium  MESH:D003693 44.32 48 abrine | ! yline| € ine | Clozapine | Dx | Ethanol | 1L ine | 19 1Va
Iproic Acid
. ) o - ) abrine | Atenolol | Atropine | Ci TCy Tnc D [Digitoxin | Ethanol | Ketamine | Mcthamphetamine | Methotrexate | Nitropr
CPK1 953 Delirum MESHIDO0369S 4420 39 usside|ON 01910| Phenytoin| Pilocarpine | Plant Extracts | Propofol | Sulindac| T | Thyroxine
N i Amiodarone | Carbamazepine | Clonidine | Cocaine | Cyclosporine | Dexamethasone | Diclofenac| Ethanol | Isoflurane | Ketamine | Methamphetamine |
AIFM1 9131 Delirium — MESH:D003693 442 43 Nit ide | N-Methyl-3, | Plant Extracts | Selegiline | Sulindac| Valproic Acid
GABRD 0363 Delirum  MESHDO03G9S 4412 35 Carbamazepine | Dexamethasone | Diazepam | Ethanol | Fluoxetine | Ketamine | TMorphine| Ere
| Pilocarpine | Valproic Acid
NAS -~ 1C: ine| Clozapine | C. D [Diclofenac| F1 [Haloperidol | T inel
GNAS 2778 Delirium  MESHDO003693  44.09 60 Morphine|Propranolol | Sulindac| T inelValprie i
— 11 Delum  MESHDO03GSS 4200 o [ Atropine | Ic | Cocaine| C; [Diazepam | Disulfiram | Ethanol | Methamphetamine | Morphine |N
“Methyl-3. | Prop 18 | Valproie Acid
abrine| IC 10 | Clozapine | Cy 1 [Diclofenac| Ethanol | Fluconazole | Fluoxetine | Ib
PPARG 5468  Deliium  MESH:ID003693 44.02 61 uprufen\lfo=famlde\ in ine| | Nevi | Niacin | Olanzapine | Plant
Extracts| IRi Iy | Thyroxine | Valproie Acid
- ; abrine| Ic | Cocaine | C. 1D [ Diclofenac| Ethanol | | 1 1
ERN1 2081 Delirium — MESH:D003693 4392 37 Nicotine | N-Methyl-3.. | Plant Extracts | Sertraline | Valproic Acid
ADORAZA 195 Delivium  MESHDO0369S 5o 59 abrine| Clozapine | Cocaine | Diclofenac| Ethanol | | Levodopa | Met | TMorphine | Nicotine | N-Methyl'3.4-
| Pilocarpine | Plant Extracts | Valproic Acid
- - | Atenolol | C ine | Clozapine | I Diclofenac| Ethanol | Fluoxetine | Haloperidol | Irbesartan | Lithium | Metoprolol |N
GIaL 2697 Delirum — MESH:D003693 4.9 7 Methyl-3, | Pilocarpine | Plant Extracts| Propranolol | Thyroxine | Valproic Acid
NRIDL 9372 Delivium  MESH:D003693 oo o abrinel I I T | Ethanol | | Ketamine | Lithium | Methotrexate | Nevirapine | N-
h - Methyl-3.4: ine | IS | Valproic Acid
abrine | Antipsychotic
INSIG2 51141  Deliium  MESH:D003693  43.76 26 Agents| Chlorpi Ic 1D | Disulfiram | Ethanol | Ifosfamide | in| i | Nevir
apine | Ranitidin \Valpmchc\d
abrine| ic ic T [Diclofenac| Ethanol | F | T
GADD45A 1647  Delirium  MESHDO003693  43.72 15 | N-Methyl-3,4- mcth)lt.ncdmxyamphommin(- | Phenytoin | Plant Extracts | Promethazine | Ranitidine | Sertraline | Sevoflurane | Sulindac| Valproic
Acid
; - abrine | Ami Cefepime | Chlorp 1C: D [Digoxin | Disulfiram | Ethanol | Furosemide | N-
PGD 5226 Delirium — MESH:D003693 4362 33 Methyl-3, i i \Oﬂnxsz‘mll’lsntF‘eravt=\Valpmchcld
. - _ Clozapine | Cocaine | C L I | Ethanol | 7 [Lidocaine [Metho
PRKCB 5579 Deliium — MESHD003693  43.53 63 trexate | Morphine | Nicotine | N-Methyl-3,4 ] pine | Valproic Acid
HSPAs 3309 Deliium  MESHDO0369S 4345 . abrine | Bupropion | Chloroquine | Cimetidine | Cocaine | Cyclosporine | Diclofenac| Ethanol | Thuprofen | Tndomethacin | Ketamine | Lithium  Methamp
hetamine | Naltrexone | Nicotine | Nifedipine | Ofloxacin | Oxycodone | Pilocarpine | Plant Extracts  Valproic Acid
ADRBL 153 Delium  MESHD003693 4344 M | Atenolol | C | Cocaine  D: [Diltiazem | | 1 1 [Nicotine | Plant
Extracts| fenone | | Valproic Acid | Verapamil
SLO3A2 6520 Delirium  MESH:D003693 43.38 35 abrine | 1C: |Cl 1C: | De ths | Ethanol | Ibuprofen | Ifosfamide | Indomethacin | Methamphet
amine | | Plant Extracts| I Sulindac| Valproic Acid
Amphotericin
HIFIA 3091  Deliium  MESHDO003693  42.96 43 BIChlorpromazine | Cocaine | Cyclosporine | Dexamethasone | Diclofenac| Digoxin | Ethanol | Tbuprofen | Ifosfamide | Methamphetamine | Niacin | Nicot
ine| | pine | Plant Extracts | Prednisone | [ Propofol | Sulindac  Valproic Acid
DCAFS 30117 Deliriam  MESHD003693 oo abrine| i [ | Cocaine| C; ine | Ethanol | | TN-Methyl'3.4-
 Valproic Acid
o 2655 Deliviam  MESH:D003693 2o s IC [Clonidine | Cocaine | Cyproheptadine | Dexamethasone | Disulfiram | Ethanol | Indomethacin | Levodopa
| Morphine | Neein IThy‘mxms | Valproic Acid
o 5166 Delivium  MESHDO03GSS 4286 3 abrine Ic T [ Diclofenac| Ethanol | Ibuprofen | Indomethacin | Methamphetamine | Methotre
xatel 1 l\mcml N-Methyl- ! 1 | Valproic Acid
) ) S ” abrine | C; ine | Cocaine | C | | Diclofenac| Disulfiram | Ethanol| Famotidine | Ibuprofen | Indomethacin | Methamp
HSPAIA 39303 Delirium  MESHD00S693 28 - hetamine | Morphine | O | Ranitidine | Sertraline | T | Valproic Acid
abrinel 10 | Clozapine | C 1D D IDiclofenac| Ethanol | Tosfamide | Indomethaci
CYP1BL 1545  Deliium  MESH:D003693  42.72 53 nlMidazolam | Nifedipine |} L6 | Phenytoin | Plant
Extracts | Propranolol | Quinidine | Sulindac | Valproic Acid [ Verapamil
. B - s " abrine | Ami IC | Cocaine| Cy ine | Diclofenac| Ethanol | inel TNicotine | Nifedipine | ON
EIF2AKS 9451 Delirum  MESH:DO03693 272 3 01910| Pilocarpine | Plant Extracts | Sertraline | Valproic Acid
. A I~ - abrine| 1C: ICy 1D [Ethanol | dol | in | Ketamine | ine | Nevir
GLUL 2752 Delirium — MESH:D003693 4272 43 apine | Phenytoin | Pilocarpine | Plant Extracts | Thyroxine | Valproic Acid
s 545 003693 s ) abrine | C: Ic I  Diclofenac| Disulfiram [ Tbuprofen | T [Morphine |0 3
UGTIA6 54578  Delirium  MESH:D003693  42.72 39 henytoin|Plant Extracts| Sevoflurane | Thyroxine | Valproie Acid
S1008 5255 Delivium  MESHDO03693 425 47 Cocaine| Cyclosporine | Dexamethasone | Ethanol | Fluoxetine | Furosemide | Tndomethacin | Ketamine [ Morphine | Nicotine | Nitroprusside | Pilocarpin
| Valproic Acid
VLDLR 7436 Delirium  MESHD003693  42.55 5 G G D [Diclofenac| Ethanol | Fluoxetine | T i
| Olanzapine | T | Valproie Acid
INFRSFIOB 8795 Deliium  MESHDO0369S 4248 . [ Bupropion| C: IC Cocaine | Cy inc D T Ethanol | lfosfamide | Indometh
flurane | I Plant Extracts | Sulindac| Valproic Acid
SLoiaL 5305 Delivium  MESHDO0369S 4245 o abrnelC ine | Clozapine | C D | Ethanol | idol [ Touprofen| ine | Nicotine |
| pine | Propofol | Valproic Acid
PRPSAPI 5635  Deliium  MESHD003693  42.41 22 abrine| IC o IC sporin E\X'erswalpmic\‘t:zunul\ I 4
. - ; B Amiodarone | Clozapine | Cocaine | D | Ethanol | Haloperidol | in | Ketamine | inel INicotine |N-
MBP 4155 Deliium  MESHDO003693  42.38 0 pmedn o | Quetianine Fomarate] e Valoroie Acid
PRKACB 5567 Delirium  MESH:D003693 4218 49 abrine Ii'lozapinew‘ ine | D | Diclofenac | Ethanol | [ I
| Sulindac| Valproic Acid
f— 1961 Deliium  MESHD00S695 o " abrme\Cocamc\C)claspormc\ELh.molIl"luoxcunc\KcL(\mmcl ] TMorphine | N-Methyl-3.4-
| Plant Extracts | Valproic Acid
. SH abrine | Amitriptyline | Cimetidine | Cyclosporine | D D IDiclofenac] Ethanol | Furosemide | Tfosfamide | Indomethacin |
CASP1 834 Delivium  MESH:D003693 42.07 40 Levodopal | Morphine | Nicotine | Plant Extracts | Valproic Acid | Verapamil
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Appendix F&S1-7

Disease

Inference  Reference

s;':;:l GeneID \-ooe Disease ID P Couat . Chemicals (Inference Network)
- i abrine | Ami ic ine | C ine|C ine | Cocaine | Cy ine| D: | Ethanol | Fluoxetine | Furosemide | Ifo
SQsTM1 8878 Delivium  MESH:D003693 4204 “ sfamide| 1 1 [ON 01910] Plant Extracts | Sulindac| Valproic Acid
) — oaran . . abrine| Ic ine|C ine|C | Cocaine| C. 1D | Diclofenac| Ethanol | Touprofen | Tfost
ATF4 468 Deliium — MESH:D003693 4195 38 amide | | Oxycodone | Sertraline | Sulindac| Valproic Acid
PRECG 5582 Deliium _ MESH:D003693 __ 41.94 59 abrine| Cocaine| Ethanol| Fluosetine | Ketamine | Lidocaine | Lithium | ine | | Morphine | Pilocarpine | Valproic Acid
o HDO03E0: iC TC 1Ci in | Cocaine | Cyclosporine | Dy | Ethanol | ide | in [ Metho
ABCC3 8714 Delirium — MESH:D003693 4192 46 trexate | Nifedipine | O | Phenytoin | Prednisone | Sulindac| Valproic Acid | Verapamil
OPRDI 1985 Deliium  MESH-DO0S693 4192 55 Cocaine| Codeine | D phan | Ethanol | L idel [Morphine | TNicotine | Oxycodone | Plant
Extracts| Tramadol | Valproic Acid
‘Amphotericin
cLu 1191 Deliium  MESHDO003693  41.89 45 BIChloroguine| Cocaine | Cyclosporine | Dexamethasone | Diclofenac| Ethanol | Thuprofen | Ketamine | Methamphetamine | Methazolamide | Nifedipin
elO] | Sulindac| TI | Valproic Acid | Verapamil
Amiodarone | Amphotericin
ENOL 2023 Deliium  MESHDO003693  41.88 50  BlClozapine | Cyclosporine | Dexamethasone | Diclofenac| Ethanol | | Tbuprofen | Indomethacin | | | Nicoti
ne | N-Methyl-3, 10 le | Valproic Acid
CONEL 595 Delium  MESHDO03G9 4182 55 abrine| Atropine| C ine | Ci ic D [Diclofenac| Ethanol | Fluoxetine | Tbuprofen | Indomethacin | Lidocai
- ne| ine| | Nicotine | Plant Extracts| Sulindac| Valproic Acid
. S - ; abrine | Ami | Cocaine | D [ Ethanol | idol | | inel IN-Methyl3,4-
ATP1B2 482 Delirium MESH:D003693 41.77 42 . | Plant Extracts | Valproic Acid
Amphotericin
ARNT 405 Deliium  MESH:D003693  41.72 25 BlCarbamazepine| Dexamethasone | Diclofenac| Ethanol | | | | | Nevirapine | N-Methyl-
1 | Plant ume |m ine | Valproic Acid
- . -~ . N abrine | Ami | Amitriptyline | i Car ine O ine | Cocaine | C ine D [Disulfiram | Ethanol
ATF3 467 Delirium  MESH:D003693 41.65 56 | idol | ine | \Nxcounc\DN 01910 | Ranitidine | Sulindac | Valproic Acid
LS @ | Clozapine | C T IDiclofenac| Digoxin | Fluoxetine | | 1 TMor
TR 7276 Delirium  MESH:D003693 4161 50 phine | N-Methyl-3.4. ine | O] | Plant Extracts | Thyroxine | Valproic Acid
- Amiodarone | Clozapine | Cy ine | [ | Diclofenac | Disulfiram | Ethanol | | ] [Nicotine
b2 3398 Deliium  MESH:D003693 L4 58 | ON 01910| Ranitidine | Sevoflurane | Thyroxine | Valproic Acid
— 79 Delim  MESHDOOSGSS 4145 o O ine | Cocaine | C ine | D: | Ethanol | ] inel [Nicotine |N-Methyl 3,4~
| Sulindac| Valproic Acid
— 003665 ] Citalopram | Cocaine| Cy 1D | Disulfiram | Ethanol | | ine [ Tuprofen | in| Lamotrigine | Levetir
CYPI9AL 1588 Delirium — MESH:D003693 4143 a7 cetam | | | Nicotine | Paroxetine | Phenytoin| Sertraline | Valproic Acid
_ HDO0360: ; abrine | D - Diclofenac| Disulfiram | Bhanol | F | in | Tsoflurane | inel [Morphine | N-
BAK1L 578 Delirum  MESHIDO03693  41.54 2 Methyl-3.4-met 0N 019101 Plant Extracts | Sulindac  Valproic Acid
AR S i ic 1D [ Diclofenac| Ethanol | I 1 [Morphine | Niacin | Nicofine
LITAF 9516 Delirium MESH:D003693 41.34 27 | N-Methyl 3,4 . | Sulindac| Valproic Acid
abrine | IC IC. I IT | Diclofenac| Disulfi | Ethanol | |Tbuprofen| T
NQO1 1728 Delirium  MESH:D003693 41.33 46 fosfamide | | ine | I Ni ide | O IPhenvwm\PlauL
Extracts | ine | Selegiline | Sulindac| Tacrine | Valproic Acid
CHRM4 1132 Delirium  MESH:D003693 41.29 14 abrine | Atropine | Cocaine | Ethanol | | ? YIS X oxy | Pilocarpine | Plant
Extracts | | | Valproic Acid
CEst 1066 Deliriam  MESH:D003693 a7 - abrine | Amiodarone [ Atropine | Cocaine | Cyclosporine | Dexamethasone | Ethanol | Fluoxetine [ homatropine | Meperidine | Plant
Extracts | | Tacrine | Thi [ Valproic Acid
— . C | Clozapine | C [ | Ethanol | 1 in 1 TN-Methyl3,4-
CAMK2D 817 Delirium MESH:D003693 41.07 42 | Plant Extracts | Tl ine | Valproic Acid
GABRBS 2362 Deliim  MESHDO0S69S 4107 65 Amiuiptyline | Clozapine | Cocaine | Dexamethasone | Diazepam | Ethanol | Flumazenil | Haloperidol | [ [Propofol | Valpr
O!L Acid \ Zolpidem
PPIA 5478 Deliium  MESHD003693 4107 “ IC ine| C ine| D [Disulfiram | Ethanol | Tuprofen| | Lithium | ine [ Methotr
- exate | Morphine | Valproic Acid
MAPZKS | 5606 Deliium  MESHDO0S693  40.9 o abrinelCar ine | Cyclosporine | D [Diclofenac| Disulfiram | Ethanol | | i [Sevoflu
rane | Thyroxine | Valproic Acid
SLC22A8 9376 Delirium MESH:D003693 40.86 32 Cimetidine | Dexamethasone | Diclofenac | Donepezil | F; | Fy | Tbuprofen | | Linezolid | | Methotrex
ate| | Oxycodone | Ranitidine | Valproic Acid
CACNAIC 775 Deliium  MESHDOOS693  40.83 21 Amiodarone| Atenolol | Diltiazem | Ethanol | ] T [Nicotine | Nifedipine | Pilocarpine | Thyroxine | Valproic
’ - Acid | Verapamil
HGRS 1960 Deliium  MESHDO03693  40.83 52 abrine| Clomiphene | Clozapine | Cocaine | Cyclosporine | Dexamethasone | Ethanol | Fluoxetine [ Morphine | Nicotine | Phenytoin | Pilocarpine [ Valprot
c Acid
SULTIAL 6817 Deliim  MESHDOOSGSS 4082 o C c ine|D [Ethanol| [Ketamine | Lidocaine | Lithium | Methamphetamine | Methotrexate | Morphi
i ne | | Phenytoin | | | Thyroxine | Valproic Acid
. - D000 - abrine | Ami IC ine| C ine| C ine D | Diazepam | Ethanol | Methamphetamine | Methotrexate | Met
opcl 4953 Delirium — MESH:D003693 4077 41 oprolol | N-Methyl-3. i ine | Pilocarpine | Plant Extracts | P | Thyroxine | Valproic Acid
O DG - s 1C; 1D | Diclofenac | Digitoxin | Disulfiram | Fluoxetine | Indomethacin | Lidocaine | Lithium | Methotrexate | N
CDKNIB 1027 Delirium — MESH:D003693 4075 46 icotine | Pilocarpine | Plant Extracts | Prednisone | Sulindae| T |TI ine | Valproic Acid
: ) abrine | ic  Cocainel 1 | Diclofenac| Ethanol | F | [Tsofturane | 1
BCL2L11 10018 Delirium MESH:D003693 40.7 41 Morphine | N-Methyl-3.4: . ine | ON 01910 T | Valproic Acid
BLMOL o514 Delirium  MESHDOOSG9S  40.66 5 abrine| Cocaine | Cyclosporine | Dexamethasone | Disulfiram | Ethanol inl inel 34
- | | Valproic Acid
RET 5979 Delirium  MESH:D00S69S 06 35 Clomiphene [ Dexamethasone | Diclofenac| Ethanol | [Lithium | TON 01910] Pilocarpine | Plant
5 Extracts | Sulindac| Valproic Acid | Verapamil
MR 9140 Delirum  MESHDO0S69S 4033 b abrine \Acyclovir\BupropionlCar?amazipi:el(‘ylozapine\Cocaine\Cyclosporine\Diclofennc\ELhzmol\Ifosfamide\l\"MeLh_ 3
- | Valproic Aci
ATP1A1 476 Delirium MESH:D003693 40.51 69 |C] ine | Cocaine | Cy P | Digitoxin | Digoxin | Ethanol | Haloperidol | Ketamine | Lithium | Methamphetamine | Methotrexate
- * | | Valproic Acid
HSPIOAAL 3320 Delirium MESH:D003693 1051 35 abrine | Albendazole | Carbamazepine | Clonidine | Cocaine | C IT | Diclofe | Disulfi | Ethanol | I | Metham
| Nicotine | Plant Extracts| Thiopental | Valproic Acid
- Cyclosporine | Dexamethasone | Diclofenac \ Ethanol | Indomethacin | Ketamine | Methotrexate | Plant
LBp 3920 Deliium  MESH:D003693 40.38 26 Extracts | Quinidine | Sulindac| T |T! | Valproic Acid
- — oaron ; Clonidine | Cocaine | Cyclosporine | Dexamethasone | Ethanol | Fluoxetine | ide | Indomethacin | Isoflurane | Met T
BAD 572 Deliium — MESH:D003693 4029 37 | Nicotine | N-Methyl-3,4-methy I Plant Extracts | Sulindac | Thyroxine | Valproic Acid
CPPED1 Delirium  MESH:D003693 40.26 26 N ¢ 1 163 1D | Ethanol| ! | Plant
Extracts | Valproic Acid
RIS 2901 Delirium  MESHDO0S693  40.26 6o abrine| Clozapine| Cocaine | Ethanol | Haloperidol | Ketamine | Lithium | Methamphetamine | N-Methyl-3,4-
- ‘ | Pilocarpine | Valproic Acid
MSMO1 6307 Delirium  MESH:D003693 10.19 48 abrinel 14 P! 1C ¢ IL I Ethanol | Halop ! I |Ketamine |M
| I Nicotine  Vlproie Acid
FOXOL 2305 Delisium  MESHDOOSG9S 40,05 47 abrinelC [ Cocaine | C [Diclofenac| Ethanol | Indomethacin | Ketamine | Methotrexate | Niacin | Nicotine | O

N 01910 Plant Extracts | Valproic Acid
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Appendix #FS2: HAEPPIRYLT—ViE{EFDReactome pathway T yF A+
Appendix F&S2-1

ID Description GeneRatio BgRatio pvalue p.adjust qvalue genelD Count

R-HSA-6785807

Interleukin-4 and
Interleukin-13
signaling

37/269

108/10554

2.07E-

32

1.96E-29

FOS/TNF/IL6/IL1B/BCL2/PTGS2/AKT1/VEG
FA/NOS2/CXCL8/IL10/POMC/CCL2/BCL2L1/
1.42E-29 TP53/MAOA/CDKN1A/HMOX1/IL1A/OPRM1
/CCND1/MMPY/MYC/FGF2/IL4/IL12A/TGFB
1/ICAM1/VCAM1/JUNB/STAT3/HSPAS/HIF1

A/OPRD1/HSP90AA1/LBP/FOXO1

37

R-HSA-449147

Signaling by
Interleukins

62/269

462/10554

2.16E-28

1.02E-25

CASP3/FOS/TNF/MAPK1/IL6/IL1B/MAPK3/
BCL2/JUN/RELA/PTGS2/AKT1/IFNG/SOD1/
VEGFA/CREB1/NOS2/CXCL&/IL10/POMC/C
CL2/BCL2L1/TP53/NFKB1/SOD2/MAOA/CD
KN1A/HMOX1/APP/IL1A/OPRM1/CCND1/IL

7.40E-26 2/MAPK8/NFKBIA/MMP9/MY C/FGF2/1L4/M
APK14/IL12A/TGFB1/ICAM1/VCAM1/JUNB/
STAT3/HSPA8/CXCL2/CXCL1/CCL5/TNFRS
F1A/UBA52/HIF1A/S100B/CASP1/SQSTM1/0
PRD1/PPIA/MAP2K3/HSP90AA1/LBP/FOXO
1

62

R-HSA-112315

Transmission across
Chemical Synapses

36/269

227/10554

5.51E-

1.74E-16

SLC22A2/MAPK1/SLC22A1/CREB1/ACHE/M
AOA/GAD1/GABRA1/SLC6A4/GABRG2/CAM
K2A/BCHE/GRIN2B/GRIN2A/GAD2/GNAI2/
1.26E-16 GABRB2/GRIA1/SLC6A3/GRIA2/GABRA4/C
HRNB2/GRIN1/HSPAS8/SLC17A7/GRIK2/DL
G4/PLCB1/PRKCB/GLUL/SLC1A1/PRKACB/
PRKCG/CAMK2D/GABRB3/GRIK5

36

R-HSA-112316

Neuronal System

38/269

368/10554

1.15E-

13

2.72E-11

SLC22A2/KCNH2/MAPK1/SLC22A1/CREB1/
ACHE/MAOA/GAD1/GABRA1/SLC6A4/GAB
RG2/CAMK2A/BCHE/HOMER1/GRIN2B/GR
IN2A/GAD2/GNAI2/GABRB2/GRIA1/SLC6A3
/GRIA2/GABRA4/CHRNB2/GRIN1/HSPAS/S
LC17A7/GRIK2/DLG4/PLCB1/PRKCB/GLUL/
SLC1A1/PRKACB/PRKCG/CAMK2D/GABRB
3/GRIK5

1.98E-11

38

R-HSA-6783783

Interleukin-10
signaling

15/269

47/10554

3.06E-

5.78E-11

TNF/IL6/IL1B/PTGS2/CXCLS/IL10/CCL2/IL1
4.19E-11 A/IL12A/ICAM1/STAT3/CXCL2/CXCL1/CCL5
/TNFRSF1A

15

R-HSA-109606

Intrinsic Pathway for
Apoptosis

14/269

44/10554

2.02E-

2.93E-10

CASP3/BAX/BCL2/AKT1/CASP9/CASP7/CAS
2.13E-10 P8/BCL2L1/TP53/MAPKS8/STAT3/BAK1/BCL
2L11/BAD

14

R-HSA-211945

Phase I -
Functionalization of
compounds

20/269

107/10554

2.17E-

2.93E-10

CYP3A4/CYP2D6/CYP1A2/CYP2C9/CES2/CY
P2C19/POMC/MAOA/CYP3A5/MAOB/CYP2B
6/CYP2C8/CYP2E1/POR/ALDH1A1/CYP1A1/
CYP1B1/ARNT/CYP19A1/CES1

2.13E-10

20

R-HSA-8986944

Transcriptional

Regulation by MECP2

15/269

55/10554

4.03E-

4.70E-10

BDNF/CREB1/CRH/GAD1/CAMK2A/OPRM 1
3.42E-10 /SLC2A3/GRIN2B/GRIN2A/GAD2/GRIA2/0P
RK1/SGK1/PPARG/CAMK2D

15

R-HSA-211981

Xenobiotics

11/269

24/10554

4.48E-

4.70E-10

CYP3A4/CYP2D6/CYP1A2/CYP2C9/CYP2C19
3.42E-10 /CYP3A5/CYP2B6/CYP2C8/CYP2E1/CYP1A1/
ARNT

11

R-HSA-373076

Class A/1 (Rhodopsin-
like receptors)

33/269

324/10554

8.08E-

7.02E-10

DRD2/HTR2C/PENK/AVP/CXCL&/DRD1/PO
MC/HRH1/AGT/HTR1A/APP/OPRM1/NPY/T
AC1/HTR2A/CNR1/TRH/PDYN/OPRK1/GAL/
CXCL2/HRH2/ADORA1/DRD3/CXCL1/CHR
M1/LHB/CCL5/EDN1/ADORA2A/ADRB1/OP
RD1/CHRM4

5.10E-10

33

R-HSA-112314

Neurotransmitter
receptors and
postsynaptic signal
transmission

23/269

156/10554

8.17E-

7.02E-10

MAPK1/CREB1/GABRA1/GABRG2/CAMK2A
/GRIN2B/GRIN2A/GNAI2/GABRB2/GRIA1/G

5.10E-10 RIA2/GABRA4/CHRNB2/GRIN1/GRIK2/DLG
4/PLCB1/PRKCB/PRKACB/PRKCG/CAMK2
D/GABRB3/GRIK5

23

R-HSA-211897

Cytochrome P450 -
arranged by substrate
type

15/269

66/10554

7.07E-

5.57E-09

CYP3A4/CYP2D6/CYP1A2/CYP2C9/CYP2C19
4.04E-09 /POMC/CYP3A5/CYP2B6/CYP2C8/CYP2E1/P
OR/CYP1A1/CYP1B1I/ARNT/CYP19A1

15

R-HSA-211859

Biological oxidations

26/269

223/10554

7.83E-

5.69E-09

CYP3A4/CYP2D6/CYP1A2/CYP2C9/CES2/CY
P2C19/POMC/MAOA/CYP3A5/MAOB/CYP2B
4.13E-09 6/CYP2C8/GSTP1/CYP2E1/POR/ALDH1A1/C
YP1A1/UGT1A1/GCLC/UGT1A9/CYP1B1/UG
T1A6/ARNT/CYP19A1/CES1/SULT1A1

26

R-HSA-112311

Neurotransmitter
clearance

7269

10/10554

7.27E-

4.91E-08

3 565-08 SLC22A2/SLC22A1/ACHE/MAOA/SLC6A4/B
o CHE/SLC6A3

R-HSA-500792

GPCR ligand binding

36/269

457/10554

1.30E-

09

8.19E-08

DRD2/HTR2C/PENK/CRH/AVP/CXCLS/DRD
1/POMC/HRH1/AGT/HTR1A/APP/OPRM1/N
PY/TAC1/HTR2A/CNR1/TRH/CALCA/PDYN/
OPRK1/GAL/CXCL2/HRH2/ADORA1/DRD3/
CXCL1/CHRM1/LHB/CCL5/EDN1/GNAS/AD
ORA2A/ADRB1/0OPRD1/CHRM4

5.95E-08

36

33



Appendix F&S2-2

ID Description GeneRatio BgRatio pvalue p.adjust qvalue genelD Count

FOS/CAT/MAPK1/IL6/MAPK3/JUN/RELA/S
ODV/VEGFA/CXCL8/NR3C 1/TP53/GSK3B/N

Cellular responses to N . _~» FKB1/SOD2/CDKN1A/IL1A/CAMK2A/GSTP1

stress 34/269 426710654 2.80E-09  1.65E-07 1.208:07 1\ pro/\IAPK14/GSR/STAT/HSPAS/UBAS %
2/HSPAS/HIF1A/HSPA1A/CCNE/ARNT/CA

MK2D/MAP2K3/CDKN1B/HSP90AA1

R-HSA-2262752

Biosynthesis of DHA- CYP3A4/CYP2D6/CYP1A2/CYP2C9/PTGS2/C

R-HSA-9018677 derived SPMs 8/269 17/10554 3.20E-09 1.78E-07 1.29E-07 YP2C8/CYP2EL/CYPIAL 8
raa. Amine ligand-binding . . -~ DRD2/HTR2C/DRD1I/HRH1/HTR1A/HTR2A/
R-HSA-375280 receptors 11/269 42/10554 5.11E-09 2.68E-07 1.95E-07 HRH2/DRD3/CHRM /ADRB1/CHRM4 11
Activation of NMDA MAPK1/CREB1/CAMK2A/GRIN2B/GRIN2A/
R-HSA-442755 receptors and 11/269 44/10554 8.75E-09 4.35E-07 3.16E-07 GRIA1/GRIA2/GRIN1/DLG4/PRKACB/CAM 11
postsynaptic events K2D
Biosynthesis of
T . CYP3A4/CYP2D6/CYP1A2/CYP2CY/PTGS2/C
R-HSA-9018678 specllahzed proresolving 8/269 19/10554 9.52E-09 4.38E-07 3.18E-07 YP2C8/CYP2R1/CYPIAT 8
mediators (SPMs)
R-HSA-209560 NF'kB is act_lvated and 71269 13/10554 9.73E-09 4.38E-07 3.18E-07 RELA/NFKB1/NFKBIA/NGF/NGFR/UBA52/S 7
signals survival QSTM 1
Unblocking of NMDA

CAMK2A/GRIN2B/GRIN2A/GRIA1/GRIA2/G
R-HSA-438066 rgce}l)tors, gluta‘mat.e 8/269 20/10554 1.55E-08 6.66E-07 4.84E-07 RIN1/DLG4/CAMK2D 8
binding and activation

CASP3/TNF/RELA/CASP8/NFKB1/MAPK8/N

raa. Death Receptor . . - FKBIA/NGF/NGFR/FAS/TNFSF10/CASP2/T
R-HSA-T3887 (00 18/269 14110554 172E-08  T.05E-0T 5.12E-0T \ppcr pa fomNFRSFIOBISQSTMUBC 18
L2L11/BAD

MAPK1/DRD2/PENK/CREB1/CXCL8/POMC/
AGT/HTR1A/APP/OPRM1/NPY/CNR1/GNAI2

G alpha (i) signalling . ) _ /PDYN/OPRK1/GAL/CXCL2/ADORA1/DRD3/
R-HSA-418594 events 31/269 396/10554 2.34E-08 9.01E-07 6.54E-07 CXCL1/PLCB1/CCLS/CDK5/PLA2G4A/PPPS 31
CA/GNAS/PRKACB/PRKCG/OPRD1/TTR/CH
RM4
Toll Like Receptor 10 FOS/MAPK1/MAPKS3/JUN/RELA/CREB1/NF
R-HSA-168142 (TLR10) Cascade 14/269 85/10554 2.62E-08 9.01E-07 6.54E-07 KB1I/APP/MAPK8/NFKBIA/MAPK14/UBA52/ 14
S100B/MAP2K3
Toll Like Receptor 5 FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-168176 (TLR5) Cascade 14/269 85/10554 2.62E-08 9.01E-07 6.54E-07 KB1/APP/MAPK8/NFKBIA/MAPK14/UBA52/ 14
S100B/MAP2K3
MyD88 cascade FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-975871 initiated on plasma 14/269 85/10554 2.62E-08 9.01E-07 6.54E-07 KB1I/APP/MAPKS8/NFKBIA/MAPK14/UBA52/ 14
membrane S100B/MAP2K3
Toll Like Receptor 3 FOS/MAPK1/MAPK3/JUN/RELA/CASP8/CR
R-HSA-168164 (TLR3) Cascade 15/269 99/10554 2.67E-08 9.01E-07 6.54E-07 EBI/NFKB1/APP/MAPK8/NFKBIA/MAPK14/ 15
UBA52/S100B/MAP2K3

FOS/MAPK1/MAPK3/JUN/RELA/CASP8/CR

MyD88-independent ;0o 100/10554  3.07E-08 9.67E-07 7.02E-07 EBUNFKB1/APP/MAPKS/NFKBIA/MAPK14/ 15

R-HSA-166166

TLR4 cascade UBA52/S100B/MAP2K3
TRIF(TICAM1)- FOS/MAPK1/MAPK3/JUN/RELA/CASP8/CR
R-HSA-937061 mediated TLR4 15/269 100/10554 3.07E-08 9.67E-07 7.02E-07 EB1/NFKB1/APP/MAPK&/NFKBIA/MAPK14/ 15
signaling UBA52/S100B/MAP2K3
Organic
> . . . SLC22A2/SLC22A1/SLC22A3/SLC22A5/SLC2
R-HSA-549132 cation/anion/zwitterion 7/269 15/10554 3.49E-08 1.03E-06 7.49E-07 9A7/SLC22A4/SLO22A8 7
transport
MECP2 regulates
R-HSA-9022699 neuronal receptors and 7/269 15/10554 3.49E-08 1.03E-06 7.49E-07 CREBI/OPRMI1/SLC2A3/GRIN2B/GRINZA/G 7
RIA2/0PRK1
channels
Activation of the AP-1
R-HSA-450341 family of transcription  6/269 10/10554 5.00E-08 1.43E-06 1.04E-06 FOS/MAPK1/MAPK3/JUN/MAPKS8/MAPK14 6
factors
CASP3/BAX/BCL2/AKT1/CASPY/CASP7/CAS
. P8/BCL2L1/TP53/MAPK8/CTNNB1/STAT3/F
R-HSA-109581 Apoptosis 19/269 169/10554 5.56E-08 1.54E-06 1.12E-06 AS/TNFSF10/UBA52/ TNFRSF10B/BAK1/BC 19
L2L11/BAD
R-HSA-193639 ig’NTR signals via NF- ¢ 16/10554 6.08E-08 1.64E-06 1.19E-06 gg}*ﬁ’FF KB1/NFKBIANGF/NGFR/UBAS2/S
CASP3/BAX/BCL2/AKT1/CASP9/CASP7/CAS
R . Programmed Cell B . _nn P8/BCL2L1/TP53/MAPK8/CTNNB1/STAT3/F
R-HSA-5357801 Death 19/269 172/10554 7.39E-08 1.94E-06 1.41E-06 AS/TNFSF10/UBA52/TNFRSF10B/BAK1/BC 19
L2L11/BAD

FOS/MAPK1/MAPK3/JUN/RELA/CASP8/CR

Toll-like Receptor 18/269 155/10554  7.62E-08 1.94E-06 1.41E-06 EBUNFKBI/APP/MAPKS/NFKBIA/MAPK14/ 18

R-HSA-168898

Cascades S100A9/CTSL/UBA52/S100B/MAP2K3/LBP
TRAF6 mediated
TRAT medited @ d FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF

R-HSA-975138 . 14/269 93/10554 8.54E-08 2.12E-06 1.54E-06 KB1/APP/MAPKS8/NFKBIA/MAPK14/UBA52/ 14
MAP kinases upon

TLR7/8 or 9 activation S100B/MAP2K3
Toll Like Receptor 7/8 FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-168181 (TLR7/8) Cascade 14/269 94/10554 9.80E-08 2.32E-06 1.68E-06 KB1/APP/MAPK8/NFKBIA/MAPK14/UBA52/ 14
S100B/MAP2K3
MyD88 dependent FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-975155 cascade initiated on 14/269 94/10554 9.80E-08 2.32E-06 1.68E-06 KB1I/APP/MAPKS8/NFKBIA/MAPK14/UBA52/ 14
endosome S100B/MAP2K3
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Appendix F&S2-3

ID Description GeneRatio BgRatio pvalue p.adjust qvalue genelD Count

Nucleotide-binding

domain, leucine rich
’ . ~1».nn BCL2/RELA/CASP9/CASP8/BCL2L1/NFKB1/
R-HSA-168643 ;Zixeepalsot;ua\tlal\jg;ng 11/269 55/10554 1.06E-07 2.41E-06 1.75E-06 APP/MAPK14/CASP2/UBA52/CASP1 11

signaling pathways

CYP2D6/CYP2C9/CYP2C19/CYP2B6/CYP2C8

R-HSA-211999 CYP2E1 reactions 6/269 11/10554 1.08E-07 2.41E-06 1.75E-06 JCYP2E1L 6
MyD88:MAL(TIRAP) FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-166058 cascade initiated on 14/269 95/10554 1.12E-07 2.41E-06 1.75E-06 KB1/APP/MAPK8/NFKBIA/MAPK14/UBA52/ 14
plasma membrane S100B/MAP2K3
Toll Like Receptor FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-168188 TLRETLR2 Cascade 14/269 95/10554 1.12E-07 2.41E-06 1.75E-06 KB1/APP/MAPK8/NFKBIA/MAPK14/UBA52/ 14
S100B/MAP2K3
Constitutive Signaling
R-HSA-5674400 l():y AKT1 E17K in 8/269 25/10554 1.19E-07 2.50E-06 1.82E-06 ﬁ}]{g/léi%{/%}fg/}gglEB1/GSK3B/CDKN1A/CDK 8
ancer
Toll Like Receptor 9 FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-168138 (TLR9) Cascade 14/269 98/10554 1.68E-07 3.30E-06 2.40E-06 KB1/APP/MAPKS8/NFKBIA/MAPK14/UBA52/ 14
S100B/MAP2K3
Toll Like Receptor FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-168179 TLR1TLR2 Cascade 14/269 98/10554 1.68E-07 3.30E-06 2.40E-06 KB1/APP/MAPKS8/NFKBIA/MAPK14/UBA52/ 14
S100B/MAP2K3
Toll Like Receptor 2 FOS/MAPK1/MAPK3/JUN/RELA/CREB1/NF
R-HSA-181438 14/269 98/10554 1.68E-07 3.30E-06 2.40E-06 KB1/APP/MAPKS8/NFKBIA/MAPK14/UBA52/ 14
(TLR2) Cascade S100B/MAP2KS

FOS/MAPK1/MAPK3/JUN/RELA/CASP8/CR
16/269 130/10554 1.83E-07 3.52E-06 2.56E-06 EB1I/NFKB1/APP/MAPK8/NFKBIA/MAPK14/ 16
UBA52/S100B/MAP2K3/LBP

Toll Like Receptor 4

R-HSA-166016 (TLR4) Cascade

R-HSA-381042 PERK r.egulates gene oo 98/10554 3.91E-07 6.06E-06 4.40E-06 CXCL8/DDIT3/ASNS/CCL2/HSPA5S/EIF2AK3 s
expression /ATF4/ATF3
CREB phosphorylation
R-HSA-442729 through the activation 7/269 20/10554 3.77E-07 6.99E-06 5.08E-06 CREBICAMK2A/GRIN2B/GRINZA/GRINY/ 7
DLG4/CAMK2D
of CaMKII
e Post NMDA receptor i ! . MAPK1/CREB1/CAMK2A/GRIN2B/GRIN2A/
R-HSA-438064 activation events 9/269 40/10554 5.43E-07 9.88E-06 7.17E-06 GRIN1/DLG4/PRKACB/CAMK2D 9
R-HSA-198323 KT phosphorylates 5 14/10554 6.56E-07 117E-05 8.49E-06 AKTVCASPYGSKIB/ICDKNIA/CDRNIB/BA o
targets in the cytosol D

AKT1/NR3C1/CCND1/EGFR/STAT3/UBA52/

R-HSA-8848021 Signaling by PTK6 10/269 54/10554 8.71E-07 1.50E-05 1.09E-05 HIF1A/CCNE1/CDKNI1B/ELMO1 10
Signaling by Non-
. . . . = AKT1/NR3C1/CCND1/EGFR/STAT3/UBA52/
R-HSA-9006927 %:i:z:r Tyrosine 10/269 54/10554 8.71E-07 1.50E-05 1.09E-05 HIF1A/CCNE1/CDKNI1B/ELMO1 10
CREB phosphorylation
o o.n= MAPK1/CREB1/CAMK2A/GRIN2B/GRIN2A/
R-HSA-442742 Z}gg):sgh the activation 8/269 32/10554 9.93E-07 1.68E-05 1.22E-05 GRINU/DLG4/CAMEK2D 8
MAPK1/CREB1/POMC/OPRM1/GNAI2/PDY
R-HSA-111885 Opioid Signalling 12/269 83/10554 1.14E-06 1.89E-05 1.37E-05 N/PLCB1/CDK5/PLA2G4A/PPP3CA/PRKACB 12
/PRKCG

PENK/AVP/CXCL8/POMC/AGT/APP/OPRM 1
18/269 190/10554 1.62E-06 2.65E-05 1.92E-05 /NPY/TAC1/TRH/PDYN/OPRK1/GAL/CXCL2/ 18
CXCL1/CCL5/EDN1/OPRD1

Peptide ligand-binding

R-HSA-375276
receptors

Abacavir transport and

R-HSA-2161522 metabolism 5/269 10/10554 2.35E-06 3.66E-05 2.66E-05 SLC22A2/ABCB1/SLC22A1/SLC22A3/ABCG2 5
R-HSA-549127 Organic cation 5/269 10/10554 9.35E-06 3.66E-05 2.66E-05 SLC22A2/SLC22A1/SLC22A3/SLC22A5/SLC2 5
transport 2A4
FOS/MAPK1V/IL6/MAPK3/JUN/RELA/CXCL8/
R-HSA-2559583 Cellular Senescence 18/269 195/10554 2.36E-06 3.66E-05 2.66E-05 TP53/NFKB1/CDKN1A/IL1IA/MAPK8/MAPK1 18
4/STAT3/UBA52/CCNE1/MAP2K3/CDKN1B
Senescence-Associated FOS/MAPKV/IL6/MAPK3/JUN/RELA/CXCL8/
R-HSA-2559582 Secretory Phenotype 13/269 110/10554 4.19E-06 6.39E-05 4.64E-05 NFKB1/CDKN1A/IL1A/STAT3/UBA52/CDKN 13
(SASP) 1B
R-HSA-450294 MAP kinase activation 10/269 64/10554 4.41E-06 6.61E-05 4.80E-05 FOSMAPKI/MAPKS/JUN/CREB1/NFKB1/M 10

APK8/MAPK14/UBA52/MAP2K3

p75 NTR receptor- CASP3/RELA/NFKB1/MAPK8/NFKBIA/NGF/

R-HSA-193704 . . . 12/269 97/10554 6.10E-06 9.01E-05 6.55E-05 NGFR/CASP2/UBA52/SQSTM1/BCL2L11/BA 12
mediated signalling D
R-HSA-622312 Inflammasomes 6/269 20/10554 7.44E-06 0.0001082 7.86E-05 BCL2/RELA/BCL2L1/NFKB1/APP/CASP1 6
MAPK1/MAPK3/BAX/BDNF/CREB1/GRIN2B
R-HSA-166520 Signaling by NTRKs 12/269 99/10554 7.57E-06 0.0001083 7.87E-05 /MAPK14/NGF/NTRK2/STAT3/CDK5/ADOR 12
A2A
R-HSA-399719 Trafficking of AMPA 71269 31/10554 1.O01E-05 0.0001378 0.0001001 CAMK2A/GRIA1/GRIA2/DLG4/PRKCB/PRK 7
receptors CG/CAMK2D
Glutamate binding,
R-HSA-399791 2ctivation of AMPA 269 31/10554 1O1E-05 0.0001378 0.0001001 CAMK2A/GRIA1/GRIA2/DLG4/PRKCB/PRK
receptors and synaptic CG/CAMK2D
plasticity
MAPK targets/ Nuclear
R-HSA-450282 events mediated by 7/269 31/10554 1.01E-05 0.0001378 0.0001001 FOSMAPKI/MAPKS/JUN/CREBI/MAPKS/M 7
. APK14
MAP kinases
R-HSA-977441 GABA A receptor 5/269 13/10554 1.13E-05 0.0001523 0.0001106 COBRAVGABRGZ/GABRBZ/GABRAY/GABR
activation B3
Interleukin-17 FOS/MAPK1/MAPK3/JUN/CREB1/NFKB1/M
R-HSA-448424 signaling 10/269 72/10554 1.30E-05 0.0001735 0.000126 APK&/MAPK14/UBA52/MAP2K3 10
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Appendix F&S2-4

ID Description GeneRatio BgRatio pvalue p.adjust qvalue genelD Count

Ras activation upon

R-HSA-442982 Ca2+ influx through 6/269 22/10554 1.37E-05 0.0001801 0.0001308 CAMR2A/GRINZB/GRINZA/GRINT/DLGA/C
AMK2D

NMDA receptor

Arachidonic acid ~ . o CYP1A2/CYP2C9/PTGS2/CYP2C19/CYP2C8/
R-HSA-2142753 metabolism 9/269 59/10554 1.64E-05 0.0002117 0.0001537 CYP1A1/ABCC1/PLA2G4A/CYP1B1 9
R-HSA-380994 ATF4 activates genes 6/269 25/10554 3.05E-05 0.00039 0.0002832 CXCL8/DDIT3/ASNS/CCL2/ATF4/ATF3 6

NRIF signals cell death

RHSA-205043 from the nucleus

5/269 16/10554 3.60E-05 0.000453 0.000329 MAPK8/NGF/NGFR/UBA52/SQSTM1 5

MAPK1/MAPK3/BAX/BDNF/AKT1/VEGFA/C

REB1/GFAP/MMPY/GRIN2B/FGF2/INS/MAP
27/269 455/10554 3.73E-05 0.0004633 0.0003365 K14/NGF/CTNNB1/NTRK2/EGFR/STAT3/HP 27

N/CDK5/UBA52/ADORA2A/PRKCB/S100B/P

Signaling by Receptor

R-HSA-9006934 Tyrosine Kinases

RKACB/ELMO1/HSP90AA1
Neurotransmitter _ i _o. SLC22A2/SLC22A1/MAOA/GAD1/GAD2/HSP
R-HSA-112310 release cycle 8/269 51/10554 3.95E-05 0.0004848 0.0003521 AS/SLC17AT/SLCIAL 8

Caspase activation via
R-HSA-5357769 extrinsic apoptotic 6/269 27/10554 4.89E-05 0.0005924 0.0004303 gﬁ]S];E)S/CASPQICASP&FAS/TNFSFIO/TNFRS 6

signalling pathway

IL1B/RELA/NFKB1/APP/IL1A/MAPKS8/NFK

Interleukin-1 family 4949 139/10554  5.33E-05 0.0006376 0.000463 BIA/IL4/STAT3/UBA52/S100B/CASP1/SQST 13

R-HSA-446652

signaling M1
T’:“s‘”“."f bl.lg salts SLC22A2/SLC22A1/SLCATA/SLCATAZISLC2
R-HSA-425366 21¢ Orsanic acias, 10/269 85/10554 5.69E-05 0.0006717 0.0004878 2A3/SLC22A5/SLC6A3/SLC22AT/SLC22A4/S 10
metal ions and amine
LC22A8
compounds
MAPK1/IL6/MAPK3/JUN/CAMK2A/TL2/GRI
. MAPK family signaling - N2B/MYC/FGF2/GRIN2A/DUSP1/EGFR/GRI
R-HSA-5683057 | 20/269 298/10554  5.95E-05 0.0006852 0.0004976 (17 s i P RRACB/CAMKaDy 20
RET/FOXO1
MAPK1/MAPK3/JUN/EGR1/AKT1/CASPY/C
R B Intracellular signaling _ D REB1/TP53/GSK3B/CDKN1A/FGF2/INS/EGF
R-HSA-9006925 7000 ) essengers 20269 298/10554  5.95E-05 0.0006852 0.0004976 b o b s CBIPRKCG/ICDKN 1 20
B/BAD/FOXO1
o - i - - .. CREBI/AVP/NR3C1/PER1I/CREM/SREBF1/U
R-HSA-400253 Circadian Clock 9/269 70/10554 6.63E-05 0.0007545 0.000548 oo ot e 9
R-HSA-5675482 Resulation of 5/269 18/10554 6.76E-05 0.0007608 0.0005526 CASPS/FAS/TNFSF10/UBA52/TNFRSF10B 5
necroptotic cell death
en Peptide hormone - o ACHE/INHBE/POMC/AGT/REN/BCHE/INS/
R-HSA-2080736 | ePi%e hor 10/269 89/10554 8.45E-05 0.0009395 0.0006823 i\ X' 1 HB/GH1 10
R-HSA-114452 Activationof BHS-only . qq 30/10554 9.20E-05 0.0010015 0.0007274 BCL2/AKT1/TP53/MAPKS/BCL2L11/BAD 6

proteins

MAPK1/MAPK3/HTR2C/CREB1/AVP/HRH1/
16/269 210/10554 9.22E-05 0.0010015 0.0007274 AGT/APP/TAC1/HTR2A/TRH/EGFR/PLCB1/ 16
CHRM1/RGS2/EDN1

G alpha (q) signalling

R-HSA-416476
events

PIPS nctivates AKT MAPK1/MAPK3/JUN/EGR/AKT1/CASP9/C
R-HSA-1257604 I"F vates 18/269 260/10554  0.0001167 0.0011888 0.0008634 REB1/TP53/GSK3B/CDKN1A/FGF2/INS/EGF 18
signaiing R/UBA52/PPARG/CDKN1B/BAD/FOXO01

POMC/ALB/ABCB11/HMGCS1/LSS/SCD/ST
R-HSA-8957322 Metabolism of steroids 13/269 150/10554  0.0001168 0.0011888 0.0008634 AR/LHB/SREBF1/INSIG2/ABCC3/CYP19A1/ 13

MSMO1
R-HSA-5213460 g;?;;ge:;‘”‘czi‘;is 5/269 20/10554  0.0001174 0.0011888 0.0008634 CASPS/FAS/TNFSF10/UBA52/TNFRSF10B 5
R-HSA-5218859 Regulated Necrosis 5/269 20/10554  0.0001174 0.0011888 0.0008634 CASPS/FAS/TNFSF10/UBA52/TNFRSF10B 5
R-HSA-3371378 Regulation by c-FLIP __ 4/269 11/10554 __ 0.0001183 0.0011888 0.0008634 CASPS/FAS/TNFSF10/TNFRSF10B 4
R-HSA-5218900 S}:isifczcmity is 4/269 11/10554  0.0001183 0.0011888 0.0008634 CASPS/FAS/TNFSF10/TNFRSF10B 4
R-HSA-Go416 Dimerization of 4/269 11/10554  0.0001183 0.0011888 0.0008634 CASPS/FAS/TNFSF10/TNFRSF10B 4

procaspase-8

Cell death signalling
R-HSA-204998 via NRAGE, NRIF and 9/269 76/10554 0.0001271 0.0012641 0.000918 CASPI/MAPKE/NGF/NGFR/CASP2/UBA52/S 9
NADE QSTM1/BCL2L11/BAD

MAPK1/MAPK3/AKT1/SOD1/VEGFA/ALB/A

Platelet activation, PP/SERPINA3/MAPK14/GNAI2/TGFBI/ALD

R-HSA-76002 slgnallng and 18/269 262/10554 0.0001286 0.0012657 0.0009193 OA/PLA2GAA/PRKCB/HSPAS/PRKCG/CLU/P 18
aggregation PIA
PLC beta mediated - MAPK1/CREB1/GNAI2/PLCB1/PLA2G4A/PR
R-HSA-112043 events 7/269 46/10554 0.0001477 0.0014391 0.0010452 KACB/PRKCG 7

Synaptic adhesion-like

R-HSA-8849932
molecules

5/269 21/10554 0.0001509 0.0014546 0.0010564 GRIN2B/GRIN2A/GRIA1/GRIN1/DLG4 5

Response to elevated SOD1/VEGFA/ALB/APP/SERPINA3/TGFB1/

R-HSA-76005 . 12/269 134/10554 0.0001565 0.0014935 0.0010846 12
platelet cytosolic Ca2+

ALDOA/PRKCB/HSPA5/PRKCG/CLU/PPIA
TAK1 activates NFkB

by phosphorylation and

R-HSA-445989 L 6/269 33/10554 0.0001609 0.0015206 0.0011044 RELA/NFKB1/APP/NFKBIA/UBA52/S100B 6
activation of IKKs
complex
; R G-protein mediated - - - .+ MAPK1/CREB1/GNAI2/PLCB1/PLA2G4A/PR
R-HSA-112040 events 7/269 47/10554 0.0001698 0.0015891 0.0011541 KACB/PRKCG 7
; ; PI3K/AKT Signaling in - AKT1/CASP9/CREB1/GSK3B/CDKN1A/FGF2
R-HSA-2219528 Cancer 10/269 97/10554 0.0001748 0.0016038 0.0011648 /EGFR/CDKN1B/BAD/FOXO1 10
Unfolded Protein - CXCL8/DDIT3/ASNS/CCL2/WIPI1/ERN1/HS
R-HSA-381119 Response (UPR) 10/269 97/10554 0.0001748 0.0016038 0.0011648 PAS/EIF2AK3/ATF4/ATES 10
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Appendix F&S2-5

ID Description GeneRatio  BgRatio pvalue  p.adjust  gvalue genelD Count

SLC22A2/SLC22A1/SLC47A1/SLC4TA2/AVP/

SLC-mediated SLC22A3/ALB/SLC2A3/SLC22A5/SLC6A3/SL

R-HSA-425407 zransmertnbrane 17/269 246/10554 0.0001844 0.0016753 0.0012167 C17A6/SLC17AT/SLC22AT/SLC22A4/SLO3AS 17
Tanspor /SLC1A1/SLC22A8
TP53 Regulates

R-HSA-6791312 Transcription of Cell ~ 7/269 49710554 0.0002221 0.0019991 0.0014518 DAX/TPO3/CDRNIA/CDKI/GADDASA/CCNE o
Cycle Genes 1/CDKN1B

Metabolic disorders of POMC/MAOA/UGT1A1/GCLC/CYP1B1/CYP1

R-HSA-5579029 biological oxidation  6/269 35/10554 0.000226 0.0020144 0.001463 ¢, 6
enzymes
R-HSA-112409 RAF independent 5/269 23/10554  0.0002392 0.0020742 0.0015064 MAPK1/IL6/MAPK3/DUSP1/CDK1 5
MAPK1/3 activation
R-HSA-200543 P/ON LR recruits 4/269 13/10554  0.0002461 0.002095 0.0015215 NGF/NGFR/UBA52/SQSTM1 4
ionalline comnlexe
Advanced glycosylation
R-HSA-879415 endproduct receptor  4/269 13/10554  0.0002461 0.002095 0.0015215 MAPK1/MAPK3/APP/S100B 4
signaling
R-HSA-168638 gaot}]:])‘}]fy&gnahng 6/269 36/10554  0.0002654 0.0022395 0.0016265 gfspg/ CASPS/MAPKI4/CASP2/UBAS2/CAS ¢
R-HSA-3371571 157 1-dependent 5/269 24/10554 0.000296  0.002432 0.0017663 CAMKZAHSPASHSPAIA/CAMKZDHSP0 5
transactivation AA1
R-HSA-933542 Eg‘:fg;:;‘ifted NE- 5969 24/10554 0.000296 0.002432 0.0017663 RELA/NFKB1/APP/NFKBIA/S100B 5
R-HSA-9g2779 C1oWth hormone 5/269 24/10554 0.000296 0.002432 0.0017663 PRL/MAPK1/MAPK3/STAT3/GH1 5
receptor signaling
TP53 Regulates
R-HSA-6804116 | ranscription of Genes - o 0 14/10554  0.0003376 0.0027506 0.0019976 TP53/CDKN1A/CCNE1/CDKN1B 4
Involved in G1 Cell
Cycle Arrest
en. Cellular response to MAPK1/MAPK3/GSK3B/CAMK2A/HSPAS/H
R-HSA-3371556 ' "7 91269 8810554 0.0003907 0.0031555 0.0022017 i rci Ve e o 9
R-HSA-844456 L0¢ NLRP3 4/269 15/10554  0.0004512 0.0036137 0.0026245 RELA/NFKB1/APP/CASP1 4
inflammasome
R-HSA-447115 i?;ﬁ;fi‘mm family 7069 58/10554  0.0006397 0.0050803 0.0036896 IFNG/SOD1/IL10/SOD2/IL12A/STATS/PPIA 7
Caspase activation via
R-HSA-140534 Death Receptors in the 4/269 1710554 0.0007557 0.0059023 0.0042866 CASPS/FAS/TNFSF10/TNFRSF10B 4
presence of ligand
Trafficking of GluR2-
R-HSA-416993 containing AMPA 4269 17710554 0.0007557 0.0059023 0.0042866 GRIAT/GRIA2/PRKCB/PRKCG 4
receptors
MAPKUMAPKS MAPK1/IL6/MAPK3/CAMK2A/TL2/GRINZB/
RHSA'5684996 " " 161269 254/10554  0.0007885 0.0061012 0.0044311 FGF2/GRIN2A/DUSP1/EGFR/GRIN1/DLG4/ 16
gnaing UBA52/CDK1/CAMK2D/RET
en PPARA activates gene FABPI/AGT/HMGCS1/CYPIA1T/ABCB4/SRE
RHSA-1989781 0 10/269 117/10554  0.0007941 0.0061012 0.0044311 [’ scin’y o e o o 10
e Signaling by NTRK1 MAPK1/MAPK3/CREB1/MAPK14/NGF/NTR
R-HSA-187037 (i 8/269 7810554 0.0008041 0.0061281 0.0044508 oyt S 8
TP53 Regulates
R-HSA-5633008 Transcription of Cell ~ 6/269 44/10554  0.0008112 0.0061325 0.0044538 BAX/TP53/FAS/CASP2/TNFRSF10B/CASP1 6
Death Genes
R-HSA 111996 Ca-dependent events __ 5/269 30/10554 __ 0.0008758 0.0065682 0.0047702 MAPK1/CREB1/PLA2G4A/PRKACB/PRKCG 5
Regulation of lipid
metabolism by
Peroxisome FABP1/AGT/HMGCS1/CYP1A1/ABCB4/SRE
RHSA-400206 0 activated 101269 119/10554  0.0009061 0.0067421 0.0048965 [y rscin 'y o o s T 10
receptor alpha
(PPARalpha)
TP53 Regulates
R-HSA-6804114 |ranscription of Genes -0 0 18/10554  0.0009524 0.0069766 0.0050668 BAX/TP53/CDK1/GADD45A 4
Involved in G2 Cell
Cycle Arrest
Gastrin-CREB
R-HSA-881907 signalling pathway via 4/269 1810554  0.0009524 0.0069766 0.0050668 MAPK1/MAPK3/CREB1/EGFR 4
PKC and MAPK
e Transcriptional MAPK1/MAPK3/BAX/AKT1/NR3C 1/GSK3B/
R HSA-8878166 0 by RUNX2  10/269 121/10554  0.0010307 0.0074922 0.0054418 i i o oo o DKL 10
FOS/BAX/JUN/AKT1/TP53/CDKN1A/MAPK1
anl Transcriptional 4/G6PD/GSR/FAS/CASP2/CDK5/SGK1/UBAS
RHSA-3700989 p o by Tpsg  20/269  365/10554  0.0010608 0.0076525 0.0033577 oy(apow i b ek OBICASPUOON. 20
E1/CDKN1B
Synthesis, secretion,
R-HSA-422085 and deacylation of 4/269 19/10554  0.0011823 0.0084353 0.0061262 ACHE/BCHE/INS/GH1 4
Ghrelin
FCERI mediated
R-HSA-2871796 cat 5/269 32/10554  0.0011872 0.0084353 0.0061262 FOS/MAPK1/MAPK3/JUN/MAPKS 5
MAPK activation
o IL1B/RELA/NFKB1/APP/IL1A/NFKBIA/UBA
R-HSA-9020702 Interleukin-1 signaling 9/269 10310554 00012323 0.0086902 0.0063114 L1 oo 9
Interleukin-12 -
R-HSA-9020591 &0 6/269 48/10554  0.0012953 0.0090669 0.0065849 TFNG/SOD1/IL10/SOD2/IL12A/PPIA 6
R-HSA-383280 uclear Receptor 6/269 50/10554  0.0016076 0.0111547 0.0081012 NR3C1/NR1IZ/NROB2/NR1I3/PPARG/NRID1 6

transcription pathway
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Appendix #F&S2-6

ID Description GeneRatio BgRatio pvalue p.adjust qvalue genelD Count
MAPK1/MAPK3/AKT1/CASP9/CREB1/GSK3
P Diseases of signal - B/CDKN1A/MYC/FGF2/CTNNB1/EGFR/TGF
R-HSA-5663202 /o022 20/269 378/10554  0.0016171 0.0111547 0.0081012 o i o S ORNIBBCLALI T 20
SP90AA1/BAD/FOXO1
} N SOD1/VEGFA/ALB/APP/SERPINA3/TGFB1/
R-HSA-114608 Platelet degranulation 10/269 120/10554  0.0016773 0.0114857 0.0083416 1 ''o (vl 0t LA 10
R-HSA-110056 ﬁﬁfﬁf’O;ERKD 3/269 10/10554  0.0017204 0.0115305 0.0083741 IL6/MAPK3/CDK1 3
ATF6 (ATF6-alpha)
R-HSA-381183 activates chaperone  3/269 10/10554  0.0017204 0.0115305 0.0083741 DDIT3/HSPA5/ATF4 3
genes
R-HSA-74749 _ Signal attenuation 3/269 10/10554  0.0017204 0.0115305 0.0083741 MAPK1I/MAPKS/INS 3
CYP1A2/CYP2C9/PTGS2/CYP2C19/CYP2C8/
R-HSA-8978868 Fatty acid metabolism  12/269 177/10554  0.0019049 0.0126772 0.0092069 SLC22A5/CYP1A1/SCD/ABCC1/PLA2G4A/P 12
HYH/CYP1B1
R-HSA-6804757 gzg‘::i:;’;gf P53 5/269 36/10554  0.0020456 0.0135184 0.0098179 AKT1/TP53/SGK1/UBA52/CDK1 5
e, Fe epsilon receptor FOS/MAPK1/MAPK3/JUN/RELA/NFKB1/MA
R-HSA-2454202 (o ope o 10/269 184/10554  0.0022262 0.0146096 0.0106104 [ o o o A 10
Detoxification of
R-HSA-3299685 Reactive Oxygen 5/269 37/10554  0.0023168 0.0148214 0.0107642 CAT/SOD1/SOD2/GSTP1/GSR 5
Species
Regulation of TP53
R-HSA-6806003 Expression and 5/269 37/10554  0.0023168 0.0148214 0.0107642 AKT1/TP53/SGK1/UBA52/CDK1 5
Degradation
Regulation of gene
R-HSA-1234158 expression by Hypoxia- 3/269 11/10554  0.0023212 0.0148214 0.0107642 VEGFA/HIF1A/ARNT 3
inducible Factor
R-HSA-193692 g;fl‘j}l;‘}?d proteolysis of o0 o 11/10554  0.0023212 0.0148214 0.0107642 RELA/NFKB1/NGFR 3
R-HSA-977443 CABA receptor 6/269 56/10554 00028928 0.0182802 0.0132762 CABRAVGABRGZGNAIZGABRB2IGABRA ¢
activation 4/GABRB3
Gene and protein
expression by JAK-
R-HSA-8950505 STAT signaling after  5/269 39/10554  0.0029362 0.0182802 0.0132762 IFNG/SOD1/IL10/SOD2/PPIA 5
Interleukin-12
stimulation
Caspase-mediated
R-HSA-264870 cleavage of cytoskeletal 3/269 12/10554 0.003037 0.0182802 0.0132762 CASP3/CASP7/CASPS 3
proteins
R-HSA-381033 ‘IF6 (ATFG-alpha) 3/269 12/10554 0.003037 0.0182802 0.0132762 DDIT3/HSPA5/ATF4 3
activates chaperones
R-HSA 390666 Serotonin receptors 3/269 12/10554 0.003037 0.0182802 0.0132762 HTR2C/HTR1A/HTRZA 3
R-HSA-451306 Lonotropic activity of g0 cq 12/10554 0.003037 0.0182802 0.0132762 GRIK2/DLG4/GRIK5 3
kainate receptors
Activation of Ca-
R-HSA-451308 permeable Kainate 3/269 12/10554 0.003037 0.0182802 0.0132762 GRIK2/DLG4/GRIK5 3
Receptor
TP53 Regulates
R-HSA-6803207 Lranscription of 3/269 12/10554 0.003037 0.0182802 0.0132762 TP53/CASP2/CASP1 3
Caspase Activators and
Caspases
TP53 Regulates
R-HSA-6803211 Transcription of Death 3/269 12/10554 0.003037 0.0182802 0.0132762 TP53/FAS/TNFRSF10B 3
Receptors and Ligands
en. _o Transcriptional TP53/CDKN1A/CCND1/MYC/CTNNB1/TGFB
R-HSA-8878150 10 o by RUNXa 3269 96/10554  0.0030709 0.018367 0.0138392 | oo b io 8
Nuclear Events (kinase
R-HSA-198725 and transcription factor 4/269 25/10554  0.0034223 0.0202128 0.0146797 MAPK1/MAPK3/CREB1/MAPK14 4
activation)
R-HSA-9006115 (S%ir;{"g;‘g by NTRKZ 069 25/10554  0.0034223 0.0202128 0.0146797 BDNF/GRIN2B/NTRK2/CDK5 4
DDX58/IFIH1 mediated
R-HSA-168928 induction of interferon- 7/269 78/10554 0.003653 0.0214416 0.0155722 gﬁ)%%/CASPB/ NFKBUAPP/INFKBIA/UBA52/ 7
alpha/beta
VEGFA-VEGFR2 - AKT1/VEGFA/MAPK14/CTNNB1/PRKCB/PR
R-HSA-4420097 p 8/269 99/10554  0.0037145 0.0216678 0.0157365 11\ 'kt MOLHSPIOAAL 8
R-HSA-5357786 | VI rlinduced 060 13/10554  0.0038743 0.0224615 0.0163129 TNF/CASPS/TNFRSF1A 3
proapoptotic signaling
R-HSA-8943724 egulation of PTEN .0 . 61/10554  0.0044513 0.0256493 0.0186281 MAPK1/MAPK3/JUN/EGR1/TP53/PPARG 6
gene transcription
RAF/MAP kinase MAPK1/MAPKS3/CAMK2A/TL2/GRIN2B/FGF
R-HSA-5673001 - * " - 14/269 248/10554  0.0045016 0.0257817 0.0187243 2/GRIN2A/DUSP1/EGFR/GRINI/DLG4/UBA5 14
2/CAMK2D/RET
R-HSA-211976 Endogenous sterols 4/269 27/10554 __ 0.0045623 0.025972 0.0188625 POMC/CYP1BI/ARNT/CYP19A1 4
- o, Oxidative Stress FOS/MAPK1/MAPK3/JUN/TP53/MAPKS/MA
R-HSA-2559580 | e oo e 91269 125/10554  0.0046298 0.0261958 0.0190249 > o oo Ml 9
Golgi Cisternae
R-HSA-162658 Pericentriolar Stack ~ 3/269 14/10554  0.0048389 0.0268984 0.0195352 MAPK1/MAPKS3/CDK1 3
Reorganization
R-HSA-209952 ﬁ)?‘sfhz‘;f:m“e 3/269 14/10554  0.0048389 0.0268984 0.0195352 INHBE/POMC/LHB 3
R-HSA-3371568 Attenuation phase 3/269 14/10554 __ 0.0048389 0.0268984 0.0195352 HSPAS/HSPA1A/HSP90AAL 3
Downstream signaling
R-HSA-1168372 events of B Cell 71269 83/10554 00051573 0.0283349 0.0205785 L LA/NFRKBUNFRBIA/PPPICA/UBASZIPR 7
KCB/PPIA
Receptor (BCR)
Cyclin E associated
R-HSA-69202  events during G1/S 71269 83/10554  0.0051573 0.0283349 0.0205785 %I{DTI;I/\ICI%KMA/ CCNDUMYC/UBAS2/CCNEL
transition
R-HSA-202040 G-protein activation ~ 4/269 28/10554  0.0052177 0.0285015 0.0206995 POMC/OPRM1/GNAI2/PDYN 4
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Appendix F&S2-7

ID Description GeneRatio BgRatio pvalue p.adjust qvalue genelD Count

Transcriptional
regulatlon of white 71269 84/10554 0.0055069 0.0299081 0.021721 TNF/RELA/NFKB1/EGR2/TGFB1/SREBF1/P 7
adipocyte PARG

differentiation

Cyclin A:Cdk2- ™ -
R-HSA-69656 associated eventsat S 7/269 8510554 0.005874 0.0313854 0.022794 2K LVCDKNIA/CCNDIMYC/UBAS2/CCNEL

R-HSA-381340

/CDKN1B
phase entry
R-HSA-5654732 egative regulationof o5 29/10554  0.0059333 0.0313854 0.022794 MAPK1/MAPKS3/FGF2/UBA52 4
FGFR3 signaling
R-HSA-8863795 DoWnregulation of 4/269 20/10554  0.0059333 0.0313854 0.022794 AKT1I/EGFR/UBA52/HSP90AAL 4
ERBB2 signaling
Activation of BAD and
R-HSA-111447 translocation to 3/269 1510554  0.0059358 0.0313854 0.022794 BCL2/AKT1/BAD 3
mitochondria
o - - AKT1/VEGFA/MAPK14/CTNNB1/PRKCB/PR
R-HSA-194138 Signaling by VEGF  8/269 107710554 0.005945 0.0813854 0022794 oy o't ot ool 8
R-HSA-1295596 ngaf;ggulatm of FGF 5069 16/10554  0.0071695 0.0372262 0.0270359 MAPK1/MAPK3/UBA52 3
R-HSA-159418 fsgys"alﬁ‘sg of bile acids g0 16/10554  0.0071695 0.0372262 0.0270359 ALB/ABCB11/ABCC3 3
R-HSA-399956 Scig/iﬁfl;“ SemasA 3/269 16/10554  0.0071695 0.0372262 0.0270359 GSK3B/DPYSL2/CDK5 3
R-HSA-5654733 [ egative regulationof o0 31/10554  0.0075542 0.0388899 0.0282442 MAPK1/MAPK3/FGF2/UBA52 4
FGFR4 signaling
Regulation of HSF1- _
R-HSA-3371453 mediated heat shock  6/269 68/10554  0.0075722 0.0388899 0.0282442 f&PK”MAPKS/GSKSB/HSPAB/HSPA"’/ HSP
response
Activation of kainate
R-HSA-451326 receptors upon 4/269 32/10554  0.0084638 0.0432339 0.0313991 GRIK2/DLG4/PLCB1/GRIKS 4

glutamate binding
R-HSA-1810476 TAL mediated NFKB - 17/10554  0.0085439 0.0434083 0.0315257 RELA/NFKB1/NFKBIA 3
activation via ZBP1

Oncogene Induced

R-HSA2550585 ¢ oo - 4/269 33/10554  0.0094422 0.0472108 0.0342874 MAPK1/MAPKS3/TP53/UBA52 4
R-HSA-5357905 i‘;i‘;lﬁ’;f“ of INFRL 1969 33/10554  0.0094422 0.0472108 0.0342874 TNF/CASPS/TNFRSF1A/UBA52 4
R-HSA-5654726 S egative regulationof o5 33/10554  0.0094422 0.0472108 0.0342874 MAPK1/MAPK3/FGF2/UBA52 4

FGFR1 signaling
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GO term Appendix #S83-1-1
Module ID Description G:tni:a)R BgRatio pvalue p.adjust gqvalue genelD Count
ADRB1/AVP/EDN1/ADORA2A/CA
M1 GO:0001664 ig;;:;’;f;;ﬂ;d 20/63 274/17632 2.49E-21 6.28E-19  4.20E-19 {;%*éggﬁigﬁéi’g&%%%%ﬁgﬁ 20

GAL/POMC/ADORA1/GNAI2/CXC

. neurotransmitter ADRB1/GRIA2/CHRM1/HRH2/HR .
M1 G0:0030594 15/63 117/17632 7.89E-20 9.94E-18  6.65E-18 HI/HTR2C/HTR2A/GABRB2/CHR 15

receptor activity M4/DRD1/DRD3/OPRM1/ADORA1/

PDYN/AVP/EDN1/TTR/CALCA/IL
. : .. 5 U 1~ 1B/CCL2/INHBE/CRH/CXCL2/NP
M1 GO:0048018 receptor ligand activity 21/63 478/17632 7.78E-18 6.53E-16  4.37E-16 Y/CCLS/PENK/CXCLS/TL12A/AGT/ 21

GAL/TRH/POMC/CXCL1/LHB

AVP/EDN1/TTR/CALCA/INHBE/C

M1  GO:0005179 hormone activity 13/63 121/17632 3.03E-16  L91E-14  L28E-14 prronc o o I RIPO 13
. G protein-coupled amine - . . 1o ADRB1/CHRM1/HRH2/HRH1/HTR
M1 GO:0008227 B it 10/63  59/17632  8.80E-15  443E-13  2.96E-18 o i e o TR/ 10
G protein-coupled ADRB1/CHRM1/HRHZ/HRH1/HTR
M1 GO:0099528 neurotransmitter 9/63  41/17632  1.68E-14 7.04E-13  4.70E-13 2C/HTR2A/CHRM4/OPRM1/HTR1 9
receptor activity A
M1 GO:0071855 Mewropeptidereceptor oo oo 0690 7 o4pqg  2.78E10  1.86E-10 FONY/GNAS/CRH/NPY/TACI/GAL 7
binding /POMC
G protein-coupled
. h ) ! . CHRM1/HRH2/HRH1/HTR2C/HTR
M1 G0:0004993 :i:?‘tftt;m receptor 7163 34/17632 2.63E-11 7.36E-10 4.92E-10 9A/CHRM4/HTR1A 7
. serotonin receptor . 5 ;o CHRM1/HRH2/HRH1/HTR2C/HTR
M1 G0:0099589 “ETOY 63 34/17632  263E-11  T36EL0  492E-10 o i 7
. S i i - o HTR2C/HTR2A/SLC6A3/DRD1/DR
M1 GO:0070405 ammonium ion binding 8/63 74/17632 2.10E-10 5.29E-09  3.54E-09 D3/HTR1A/ACHE/DRD2 8
M1 GO:1901338 catecholamine binding _ 5/63 _ 20/17632 _ 7.37E-09 _ 1.69E-07 _ 1.13E-07 ADRB1/SLC6A3/DRD1/DRD3/DRD 5
M1 GO:0005184 ngz‘i’fept‘de hormone  J0a 9817632 4.57E-08  9.60E-07  6.41E-07 AVP/CRH/NPY/PENK/GAL 5
. ) - i e ~ EDN1/IL1B/CCL2/INHBE/CXCL2/
M1  GO:0005125 cytokine activity 9/63  219/17632 T.0E-08 153E-06  LO2E-06 o sew il o B o 9
M1 GO:0035240 dopamine binding 4/63  13/17632 _ 1.03E-07 _ 1.86E-06 _ 1.24E-06 SLC6A3/DRD1/DRD3/DRD2 4
M1 __ GO:0008009 chemokine activity 5/63  49/17632 _ 8.37E-07 _ 1.41E-05 _ 9.40E-06 CCL2/CXCL2/CCL5/CXCL8/CXCL 5
M1 GO:0042379 ffi‘sgfgme receptor 5/63  66/17632  3.74E-06 5.90E-05 3.94E-05 ?CLWCXCLW CCL5/CXCLS/CXCL 5
dopamine
M1  GO:0004952 neurotransmitter 3/63  10/17632  5.12E-06 6.80E-05 4.54E-05 DRD1/DRD3/DRD2 3
receptor activity
M1 GO:0043176 amine binding 3/63  10/17632  5.12E-06 _ 6.80E-05 _ 4.54E-05 HTR2C/HTR2ZA/HTR1A 3
M1 GO:0051378 serotonin binding 3/63  10/17632 _ 5.12E-06 _ 6.80E-05 _ 4.54FE-05 HTR2C/HTR2ZA/HTRIA 3
. cytokine receptor i i - - IL1B/CCL2/INHBE/CXCL2/CCL5/
M1 G0:0005126 F O™ 8063  281/17632 6.83E-06 8.60E-05  B.T5E05 yo oo b 8
M1 GO:0004935 :f:ii‘i‘fy'g“’ receptor 3/63  17/17632  2.85E-05 0.0003423 0.0002288 ADRB1/DRD3/DRD2 3
M1  GO:0042165 Ef;;";;”s‘““m 4/63  55/17632  4.40E-05 0.0005043  0.000337 HTR2C/HTRZA/HTR1A/ACHE 4
M1 GO:0031683 O Proteinbeta/gammar o0 o000 4 75p05 0.0005199 0.0003475 GNAS/ADORAT/GNAILZ 3
subunit complex binding
M1  GO:0001965 g’:;";;m alpharsubunit 0o 5117630 552E-05 0.0005798 0.0003875 HTR2A/DRD1/OPRM1 3
M1 GO:0042923 neuropeptide binding __ 3/63 _ 24/17632 _ 8.34E-05_0.0008407 0.0005618 OPRD1/OPRM1/OPRK1 3
ML GO:0004435 Phosphatidylinositol | —ge0 o760 0000107 0.0010831 0.0006905 PLCBL/CHRML/CCLS 3
phospholipase C activity
M1  GO:0004629 phospholipase C activity 3/63  28/17632  0.000134 0.0012471 0.0008335 PLCB1/CHRM1/CCL5 3
neurotransmitter
receptor activity
M1  GO:0099529 involved in regulation of 3/63  45/17632  0.000554 0.0049884 0.0033339 ADRB1/CHRM1/GABRB2 3
postsynaptic membrane
potential
postsynaptic
M1  GO:0098960 neurotransmitter 3/63  47/17632  0.00063 0.0054758 0.0036597 ADRB1/CHRM1/GABRB2 3
receptor activity
M1 GO:0035254 ﬁlizfiail’:‘;te receptor 3/63  48/17632  0.00067 0.0056318 0.0037639 ADORA2A/GNAS/DRD2 3
M1 GO:0005159 nsulinlike growth 2/63  16/17632  0.00146 0.0118674 0.0079314 REN/GNAS 2
factor receptor binding
M1 GO:0050780 g?ggfﬁ;e receptor 2/63  17/17632  0.001651 0.0129995  0.008688 GNAS/DRD3 2
M1 GO:000852g O Proteineoupled o768 0.001794 0.0187023 0.0091578 OPRDI/OPRM1/GAL/OPRK1 4
peptide receptor activity
M1 GO:0031690 Eidlfzifgrgm receptor 2/63  19/17632  0.002066 0.0149791 0.0100111 ADRBI/GNAS 2
M1  GO:0001653 peptide receptor activity 4/63  151/17632  0.00208 0.0149791 0.0100111 OPRD1/OPRM1/GAL/OPRK1 4
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GO term Appendix #S3-1-2

Module ID Description G:tniiR BgRatio pvalue p.adjust qvalue genelD Count
M1  GO:0051428 f:g;‘jsr}aﬁg;’:; 2/63  21/17632  0.002526 0.017679 0.0118155 GNAS/CRH 2
M1 __ GO:0008083 growth factor activity _ 4/63 _ 166/17632 0.002931 0.0195704 0.0130797 INHBE/IL12A/AGT/CXCL1 1
M1  GO:0015464 zzfitvyilfyl“’hn““epmr 2/63  23/17632  0.003029 0.0195704 0.0130797 CHRM1/CHRM4 2

receptor
M1  GO:0033612 serine/threonine kinase 2/63  23/17632  0.003029 0.0195704 0.0130797 OPRD1/OPRK1 2
binding
M1 ___GO:0042277 peptide binding 5/63__ 285/17632 0.003486_0.0214497 0.0143357 GRIA2/OPRD1/OPRM1/OPRK1/AC 5
M1 GO:0004866 z‘c‘g‘i‘i’t"y"“dase‘“h‘blt‘” 463 175/17632 0.003541 0.0214497 0.0143357 APP/AVP/AGT/SERPINAS 4
M1  GO:0035586 z:t"i‘vri:;g‘”e‘mpm 2/63  25/17632  0.003575 0.0214497 0.0143357 ADORA2A/ADORA1 2
M1  GO:0030414 gcegtv‘iisemh‘b‘tor 4/63  182/17632 0.004072 0.0233158 0.0155828 APP/AVP/AGT/SERPINA3 4
Ml GO0:0061135 ::gsf;pt‘daseregulaw 463 182/17632 0.004072 0.0233158 0.0155828 APP/AVP/AGT/SERPINA3 4
M1 GO:0005328 Deurotransmittersodiu o oo oo 0690 0004164 0,0233158 0.0155828 SLOGAZ/SLC1AL 2
m symporter activity
M1 GO:00080g1 Phosphoric diester 3/63  93/17632  0.004488 0.0245872 0.0164326 PLCB1/CHRM1/CCL5 3
hydrolase activity
serine-type
M1  GO:0004867 endopeptidase inhibitor 3/63  95/17632  0.004763 0.0255387 0.0170684 APP/AGT/SERPINA3 3
activity
neutral amino acid
M1  GO:0015175 transmembrane 2/63  30/17632  0.005125 0.0269038 0.0179808 SLC3A2/SLC1A1 2
transporter activity
M1 __GO:0004620 phospholipase activity _3/63 _ 99/17632 __0.005343 0.0274798_0.0183658 PLCB1/CHRM1/CCL5 3

M1 GO:0015108 Chloride transmembrane goq 0017630 0005495 0.0276931 0.0185083 SLC6A3/GABRB/SLCIAL 3
transporter activity

ionotropic glutamate

M1 G0:0035255 receptor binding

2/63 32/17632  0.005816 0.02874  0.019208 GNAS/DRD2 2

peptidase regulator

M1 GO:0061134 activity 4/63 220/17632 0.007909 0.0381667 0.0255082 APP/AVP/AGT/SERPINA3 4
M1 G0:0033218 amide binding 5/63 348/17632 0.008027 0.0381667 0.0255082 GRIA2/OPRD1/OPRM1/OPRK1/AC 5
M1  GO:0048020 Eiiz{i;l:m‘)kme receptor o g0 43/17632  0.010326 0.0481873 0.0322054 CCL2/CCLS 2
M1 GO:0016298 lipase activity 3/63 127/17632 0.010584 0.0484919  0.032409 PLCB1/CHRM1/CCL5 3
neurotransmitter GRIA2/GRIK2/CHRM1/HRH1/HTR
M5 G0:0030594 receptor activity 12/73  117/17632 5.36E-14 1.69E-11  9.98E-12 2C/GRIA1/HTR2A/GRIN2A/GRIN2 12
B/GABRG2/GRIN1/GRIK5
. . ionotropic glutamate 3 3 ., GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 G0:0004970 receptor activity 7173 19/17632 7.52E-13 1.19E-10  7.00E-11 N2B/GRIN1/GRIKS 7
M5  GO:0008066 ilc‘:itvai‘tr;ate receptor 773 2717632 1.29E-11  1.36E-09  8.01E-10 gl;ﬁéﬁglgégl;{IBAl/GRINzA/ GRI 7
- . transmitter-gated ion : . g GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 G0:0022824 channel activity 8/73 61/17632 1.44E-10 9.09E-09 5.36E-09 N2B/GABRG2/GRINT/GRIKS 8
. transmitter-gated ) . _no GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 G0:0022835 channel activity 8/73 61/17632 1.44E-10 9.09E-09 5.36E-09 N2B/GABRG2/GRIN1/GRIKS 8
M5 GO:0016595 glutamate binding 5/73 10/17632 2.62E-10  1.38E-08  8.15E-09 GCLC/GAD1/GAD2/GRIN2B/GRIN 5
- . ligand-gated ion channel : oT. g GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 GO0:0015276 activity 10/73 144/17632 3.86E-10 1.52E-08  8.99E-09 N2B/GABRG2/GRIN1/KCNH2/DL 10
. ligand-gated channel . 0T, _no GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 G0:0022834 activity 10/73 144/17632 3.86E-10 1.52E-08  8.99E-09 N2B/GABRG2/GRIN1/KCNH2/DL 10
extracellular ligand-
M5 GO0:0005230 gated ion channel 8/73 75/17632 7.87E-10 2.76E-08  1.63E-08 Egﬁégﬁgg;gg%ﬁ%ﬁ%ﬁgiycﬁu 8
activity
. ligand-gated cation : ) _~~ GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 G0:0099094 channel activity 8/73 106/17632 1.27E-08 4.01E-07 2.37E-07 N2B/GRIN1/KCNH2/GRIKS 8
neurotransmitter
receptor activity
M5  GO:0099529 involved in regulation of 6/73 45/17632 2.93E-08 8.41E-07 4.96E-07 GRHQ/CHR,Ml/GRIAI/GABRGWG 6
. RIN1/GRIK5
postsynaptic membrane
potential
postsynaptic
M5 G0:0098960 neurotransmitter 6/73 47/17632 3.83E-08 1.01E-06 5.95E-07 GRIK2/CHR_M1/GR]AUGABRGZ/G 6
.. RIN1/GRIK5
receptor activity
M5 GO:0016597 amino acid binding 6/73 59/17632 1.55E-07  3.76E-06  2.22E-06 GCLC/TH/GAD1/GAD2/GRIN2B/G 6
oxidoreductase activity,
acting on paired donors,
with incorporation or
M5 GO:001671 ‘eduction of molecular o0 oy q6a0 ) 0507 441806 2.60E-06 O LAALCYP2CS/CYP2C/ICYPIB 5
oxygen, reduced flavin 1/CYP2C19

or flavoprotein as one
donor, and incorporation
of one atom of oxygen
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GO term Appendix #S3-1-3

Module ID Description G:tnizR BgRatio pvalue p.adjust qvalue genelD Count
M5 GO:0005125 cytokine activity 9/73 219/17632 2.91E-07 6.13E-06 3.61E-06 IL1A/ML6/VEGFA/EDNI/IL10/L1B 9

/CCL2/IFNG/IL12A

transmitter-gated ion

channel activity
M5 GO:1904315 involved in regulation of 5/73 42/17632 7.99E-07 1.58E-05 9.31E-06 %KZ/GRIAUGABRGZ/GRINUGR

postsynaptic membrane

ot

potential
M5 GO:0070851 SrOWth factorreceptor 7709010635 1 91E06 226805  1.33E-05 LLIAILE/VEGFAILIONLIB/ERNI 7
binding NL12A
M5  GO:0022839 :’C‘;%i;e‘i channel 10/73 342/17632 1.39E-06 2.44E-05 1.44E-05 ggé‘?éfﬁggggﬁiﬁgﬁéggfl 10
) . ] i ~ GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 G0:0022836 gated channel activity ~ 10/73 351/17632 1.76E-06  2.92E-05 1.72E-05 N2B/GABRG2/GRIN I/KCNH2/DL 10
. cytokine receptor ] ]  IL1A/IL6/VEGFA/IL10/NGF/IL1B/
M5 GO:0005126 (5O 973 281/17632 2.82E:06  S.67E05  2.16E:05 iy y oo 9
i . ] ] v~ CYP1A1/CYP2C8/TH/CYP2C9/SC
M5  GO:0005506 iron ion binding T3 152/17632 8.12B-06 4.87E:05  2.58E-05 o nt o oont 7
M5 GO:0042165 Deurotransmitter 5173 5517632  3.13E-06 4.378-05  2.58E-05 LLR2C/HTR2A/GRINZB/GRINI/A 5
binding CHE
i - ] i —_ CYPIA1/CYP2C8/TH/CYP2C9/CYP
M5 GO0:0004497 monooxygenase activity 6/73 98/17632 3.18E-06 4.37E-05 2.58E-05 1B1/CYP2C19 6
M5  GO:0048018 receptor ligand activity 11/73 478/17632 4.05E-06 5.33E-05  3.14E-05 IL1AIL6/VEGFA/EDNI/IL10/NGF 11

/IL1B/CCL2AFNG/IL12A/TRH

oxidoreductase activity,

acting on paired donors,
. e : ] I - CYP1A1/CYP2C8/TH/CYP2C9/SC
M5  GO:0016705 with H_lcorporatlon or 7173 161/17632 4.56E-06 5.77E-05  3.40E-05 D/ICYP1B1/CYP2C19 7
reduction of molecular

oxygen

. . .. y - GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5  GO:0005216 ion channel activity 10/73  427/17632 9.94E-06 0.0001208  7.12E-05 N2B/GABRG2/GRINT/KCNH2/DL, 10

G protein-coupled

M5  GO:0004993 serotonin receptor 4/73  34/17632  1.14E-05 0.0001288  7.59E-05 CHRM1/HRH1/HTR2C/HTR2A 4
activity
M5  GO:0099589 Ziif‘fft‘;m receptor 4/73  34/17632  1.14E-05 0.0001288  7.59E-05 CHRM1/HRH1/HTR2C/HTR2A 4
M5 GO:0008395 ztci';si‘gyhyd“’xyl“e 4/73  35/17632  1.28E-05 0.0001392 8.21E-05 fgpIAI/CYPZCS/CYPZCQICYPZC 4
) substrate-specific -  GRIA2/GRIK2/GRIAT/GRIN2A/GRI
M5 GO0022838 1 ity 10/73  442/17682  1.34E-05 0.0001892  821E-05 ol bn oo o NH/DL 10
M5 GO:0070405 ammonium ion binding 5/73 _ 74/17632 _ 1.37E-05_0.0001392 _ 8.21E-05 HTR2C/HTRZA/TH/SLC6A3/ACHE 5
M5 GO:0019825 oxygen binding 4/73__ 36/17632 _ 1.44E-05 0.0001423 _ 8.39E-05 CYP1A1/TH/CYP1B1/CYP2C19 4
M5  GO:0015267 channel activity 1073 467/17632  2.15E-05 0.0002038 0.0001202 SRIAZ/GRIKZ/GRIAL/GRIN2A/GRI 10

N2B/GABRG2/GRIN1/KCNH2/DL

GRIA2/GRIK2/GRIA1/GRIN2A/GRI
10/73  468/17632 2.19E-05 0.0002038 0.0001202 N2B/GABRG2/GRIN1/KCNH2/DL 10
G4/GRIK5

passive transmembrane

M5  GO:0022803 L
transporter activity

G protein-coupled
M5 G0:0099528 neurotransmitter 4173 41/17632 2.44E-05 0.0002202 0.0001298 CHRM1/HRH1/HTR2C/HTR2A 4
receptor activity

M5 GO:0008391 2rachidonicacid g0 G090 367E05 0.0003138 0.0001847 CYP2CSICYP2CO/CYPRC19 3
monooxygenase activity

M5 GO:0008392 “rachidonicacid 3/73  16/17632  3.67E-05 0.0003133 0.0001847 CYP2CS/CYP2C9/CYP2C19 3

epoxygenase activity
. . . . GRIA2/GRIK2/GRIA1/GRIN2A/GRI
M5 GO:0005261 cation channel activity —8/73 320/17632 5.20E-05 0.0004326 0.0002551 N2B/GRIN1/KCNH2/GRIK5 8

transcription factor

activity, RNA
M5  GO:0003705 polymerase II distal 5/73  108/17632 8.47E-05 0.0006866 0.0004048 ZIZFE2L1/ARNT/NFKB1/JUN/REL

enhancer sequence-

ot

specific binding
DNA-binding
. transcription activator A= NFE2L1/FOS/FOSB/ATF3/DDIT3/
M5 G0:0001228 activity, RNA 9/73 449/17632  9.52E-05 0.0007524 0.0004436 MYC/NFKB1/JUN/RELA 9
polymerase II-specific
M5 GO:0070330 aromatase activit 3/73 22/17632 9.91E-05 0.0007637 0.0004503 CYP1A1/CYP2C8/CYP1B1 3

G protein-coupled amine

M5 GO:0008227 UL 473 59/17632  0.000104 0.0007794 0.0004596 CHRM1/HRHI/HTR2C/HTR2A 4
receptor activity
i G protein-coupled EDN1/CCL2/HSPAS/HSPALA/TAC
M5 GOW0001664 | POt eoube 73 27417632 0.000138 0.0010117 0.0005965 | UCTLA SR 7
M5 GO:0031406 carboxylic acid binding _6/73___192/17632__0.000143_0.0010287 _0.0006065 GCLC/TH/GAD 1/GAD2/GRINZB/G 6
. ubiquitin protein ligase GRIK2/NFKBIA/HSPAS/HSPA1A/J
M5 GOW0031625 4 T3 286/17632 0.000179 00012588 0.0007422 U KINEEBMI 7
M5 GO:0099604 Lgand-gatedcaleium g 050650 0000185 0.0012738 0.0007511 GRIN2A/GRINZB/GRINT 3
channel activity
M5  GO:0048037 cofactor binding 973 495/17632 0.000198 0.0018109 0.0007729 G CLC/CYPLAL/CYP2CS/TH/GADL/ 9

GAD2/CYP2C9/CYP1B1/CYP2C19
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GO term Appendix #S83-1-4

Module ID Description G:tnizR BgRatio pvalue p.adjust qvalue genelD Count
M5 GO:0043177 organic acid binding __ 6/73 _ 204/17632 0.000199 0.0013109 0.0007729 GCLC/TH/GAD1/GAD2/GRIN2B/G 6
M5  GO:0020037 heme binding 5/73  131/17632  0.00021 0.0013553 0.0007991 f%gg;gfgpzcmmmCg/CYPIB 5
M5 GO:0035326_enhancer binding 5/73__ 133/17632  0.000226 0.0014253 0.0008404 NFE2L1/ARNT/NFKB1/JUN/REL 5

. ubiquitin-like protein i i GRIK2/NFKBIA/HSPAS/HSPA1A/J
M5 GO:0044389 (O ding T3 301/17632 0.000245 0.0015181 0.0008951 oo o 7
M5 GO:0033613 Activating transcription 7s  76/17639 0000277 0.001683 0.0009923 FOS/MYC/JUN/RELA 4
factor binding
M5  GO:0046906 tetrapyrrole binding  5/73  141/17632 0.000296 0.0017628 0.0010394 ?Ei;‘;léf;{PQCS/CYPZCWCYPIB 5
excitatory extracellular
M5  GO:0005231 ligand-gated ion channel 3/73  35/17632  0.000405 0.002371  0.001398 GRIA2/GRIK2/GRIAL 3
activity
M5 GO:0030165 PDZ domain binding __ 4/73 _ 86/17632 _ 0.000444  0.002553 0.0015052 GRIK2/GRIA1/DLG4/GRIK5 4
metal ion
. GRIK2/ATP1A1/GRIN2A/SLC6A3/
M5 (G0:0046873 transmembrane 8173 444/17632 0.000487 0.0027494 0.0016211 [ppeomon e o IR 8
transporter activity
distal enhancer DNA-
M5 GO:0001205 Pindingtranseription g4 gg0690 0000518 0.0028696 0.0016919 NFE2L1/NFKB1/RELA 3
activator activity, RNA
polymerase II-specific
M5 GO:0043531 ADP binding 3/73 _ 39/17632 _ 0.000559 0.0030461 _ 0.001796 GCLC/ATP1A1/ERN1 3
M5 GO:0008083 growth factor activity _ 5/73 _ 166/17632 _0.000624 0.0033428 0.0019709 IL6/VEGFA/IL10/NGF/IL12A 5
. Ras guanyl-nucleotide CAMK2A/GRIN2A/GRIN2B/CAMK
M5 GO:0005088 o0 B factor sctivity O3 254/17632  0.00064 0.0033714 0.0019878 1) ey iy oy 6
oxidoreductase activity,
M5  GO:0016725 actingon CHor CH2 ~ 2/73  10/17632  0.000745 0.0037351 0.0022023 CYP2C8/CYP2C9 2
groups
M5 G0:0043176_amine binding 2/73 _ 10/17632 _ 0.000745 0.0037351 0.0022023 HTR2C/HTR2A 2
M5 GO:0051378 serotonin binding 2/73 _ 10/17632 _ 0.000745 0.0037351 0.0022023 HTR2C/HTR2A 2
RNA polymerase II
M5 GO:00009g0 distal enbancer 4/73  100/17632 0.000786 0.0038785 0.0022868 NFE2L1/NFKB1/JUN/RELA 4
sequence-specific DNA
binding
M5 GO:0047485 gfgtdeiE;N"emm“S 4/73  107/17632 0.001012 0.0049177 0.0028995 GAD1/SLC6A3/HSPAIA/RELA 4
M5 GO:0035254 lgjli;‘lfi‘;’;‘gate receptor 3/73 4817632  0.00103 0.0049327 0.0029084 CAMK2A/HOMER1/DLG4 3
M5 GO:0035240 dopamine binding 2/73 _ 13/17632 __ 0.00128 0.0060389 0.0035606 TH/SLC6A3 2
proximal promoter
DNA-binding
M5  GO:0001077 transcription activator 6/73  298/17632  0.00146 0.0067869 0.0040016 iOS/FOSB/DDITS/MYC/JUN/REL 6
activity, RNA
polymerase II-specific
M5 GO:0001158 ethancer sequence: 473 119/17632  0.0015 0.0068675 0.0040492 NFE2L1/NFKB1/JUN/RELA 4
specific DNA binding
M5  GO:0005149 ;‘i‘;‘;ril;;km'l YeCeptor 93 1517632 0.001714 0.0075244 0.0044364 IL1A/IL1B 2
M5 GO:0005161 Plateletderived growth o 2050600 0001714 00075244 0.0044364 VEGFA/ERNT 2
factor receptor binding
M5 GO:0016594 glycine binding 2/73 _ 15/17632 _ 0.001714 0.0075244 0.0044364 GRIN2B/GRIN1 2
M5 GO:0001540 amyloid-beta binding _ 3/73 _ 61/17632 __ 0.002063 0.0089298 _ 0.005265 GRIA2/GRIAT/ACHE 3
. guanyl-nucleotide - CAMK2A/GRIN2A/GRIN2B/CAMK
M5 GO:0005085 F00 ™ e factor activity O/73  327/17632 0.002332 0.0099574 0.0058709 1) pry iy o 6
transcription factor
activity, RNA
M5  GO:0000982 polymerase Il proximal 7/73  447/17632 0.002478 0.0104387 0.0061547 ;?SéigSB/ATFWDDITS/MYC/JU 7
promoter sequence-
specific DNA binding
M5 GO:0022843 VOltagegatedcation oa g g 690 0002998 0.0121737 0.0071777 GRINZA/GRINZB/GRINT/KCNH2 4
channel activit;
M5 GO:1901338 catecholamine binding 2/73 _ 20/17632 _ 0.003061 0.0125621 0.0074067 TH/SLC6A3 2
sodium ion
M5  GO:0015081 transmembrane 4/73  150/17632 0.003476 0.0140805  0.008302 GRIK2/ATP1A1/SLC6A3/GRIKS 4
transporter activity
M5 G0O:0001618 virus receptor activity  3/73 74/17632 0.003576 0.0141241 0.0083276 HTR2A/ICAM1/HSPA1A 3
M5  GO:0104005 ?&ﬁ‘;‘l‘sj molecular 3/73  74/17632  0.003576 0.0141241 0.0083276 HTR2A/ICAM1/HSPAIA 3
M5 GO:0044183 Protein bindinginvolved o 70 og)1 060 (004043 0.0153943 0.0090766 HSPAS/HSPAIA 2
in protein folding
M5  GO:0051787 Eﬁ‘i’ied protein 2/73  23/17632  0.004043 0.0153943 0.0090766 HSPAS/HSPA1A 2
M5 GO:0070412 R-SMAD binding 2/73  23/17632 _ 0.004043 0.0153943 0.0090766 FOS/JUN 2
potassium ion
M5  GO:0015079 transmembrane 4/73  160/17632 0.004373 0.016452 0.0097002 GRIK2/ATP1A1/KCNH2/GRIK5 4
transporter activity
M5 GO:0004683 CAmodulindependent o0 og 7650 (005961 0.0219035 0.0129144 CAMK2A/CAMK2D 2
protein kinase activity
M5 GO:0051059 NF-kappaB binding __ 2/73 _ 28/17632 _ 0.005961 0.0219035 0.0129144 NFKBIA/RELA 2
M5  GO:0071855 ;‘ie:;i"gp“de receplor  om3 9917632 0.006386 0.0231936 0.0136751 EDN1/TACL 2
M5 GO:0005516 calmodulin binding 4/73 __192/17632 0.008268 0.0296899 0.0175054 CAMK2A/CAMK2D/GRIN1/GAP43 4
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Module ID Description .
atio

BgRatio pvalue p.adjust qvalue genelD Count

voltage-gated ion

M5 GO:0005244 channel activity

4173 199/17632  0.009348  0.032823 0.0193527 GRIN2A/GRIN2B/GRIN1/KCNH2 4

voltage-gated channel

M5 GO:0022832 i 4/73  199/17632 0.009348  0.032823 0.0193527 GRIN2A/GRIN2B/GRIN1T/KCNH2 4
M5 GO:0016831 carboxy-lyase activity _ 2/73 _ 36/17632 _ 0.009726 0.0337723 0.0199124 GAD1/GAD2 2
- . histone deacetylase
M5 G0:0042826 binding 3/73 112/17632 0.011244 0.0385594 0.0227349 CCND1/HSPA1A/RELA 3
M5  GO:0042805 actinin binding 2/73  39/17632  0.011348 0.0385594 0.0227349 NFKB1/RELA 2
M5  GO:0031072 {;‘fﬁéii};‘?kp“tem 3/73  115/17632 0.012073 0.0405875 0.0239307 HSPAS/HSPA1A/ERN1 3
M5 GO0:0005272 sodium channel activity 2/73 41/17632 0.012491 0.0415505 0.0244985 GRIK2/GRIK5 2
RNA polymerase II
M5 GO:0001102 activating transcription 2/73 44/17632  0.014296 0.0470593 0.0277465 FOS/JUN 2
factor binding
M5 GO0:0005262 calcium channel activity 3/73 123/17632 0.014456 0.0470925 0.0277661 GRIN2A/GRIN2B/GRIN1 3
M5  GO:0005267 E‘C’:fvsiily“‘““han“el 3/73  124/17632 0.014771 0.0476282 0.0280819 GRIK2/KCNH2/GRIK5 3
M5 G0:0044325 ion channel binding 3/73 125/17632 0.01509 0.0481655 0.0283987 ID2/CAMK2D/HOMER1 3
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KEGG pathway

Appendix #S3-2-1

Gene

Module ID Description Ratio BgRatio pvalue p.adjust gqvalue genelD Count
ADRB1/PDYN/GRIA2/OPRD 1/AVP/CHRM1/H
RH2/HRH1/EDN1/HTR2C/ADORA2ZA/HTR2A/
Neuroactive ligand-receptor -~ : o~ CALCA/CRH/GABRB2/CHRM4/DRD1/NPY/C
M1 hsa04080 , SWTOREO 32/61 341/8050 1.98E-28 3.16B-26 LOLE-26 \p i e G TIOPRMU/GALIO 32
PRK1/TRH/POMC/ADORA1/LHB/HTR1A/DR
D2
ADRB1/GRIA2/CHRM1/EDN1/ADORAZA/GN
M1  hsa04024 cAMP signaling pathway 14/61 216/8050 4.86E-10 3.89E-08 2.36E-08 AS/DRD1/NPY/POMC/ADORA1/GNAIZ/LHB/ 14
HTR1A/DRD2
M1  hsa04924 Renin secretion 8/61 69/8050  3.95E-08 2.10E-06 1.27E-06g%‘égﬂ%ﬁB”EDN”REN/GNAS/AGT’ADO 8
Ml  hsa05030 Cocaine addiction 761 49/8050  6.75E-08 2.70E-06 1.63E-06 ggZN/GRIAWSLCGA3/GNAS/DRD1/GNA12/D 7
- . i} - - ADRB1/PLCBI/HTR2C/HTR2ZA/GNAS/DRD1/
M1 hsa04540 Gap junction 8/61  88/8050 2.71E-07 8.68E-06 5.25E-06 GNAI2/DRD2 8
M1  hsa05142 Chagas disease 8/61 102/8050  8.52E-07 2.27E-05 1.38E-05 ZIESI\?;;IZL1B/CCL2/GNAS/CCL5/CXCL8/IL12 8
i ) } - —_ PDYN/ADORA2A/SLC6A3/CAMKK2/GNAS/C
M1  hsa05034 Alcoholism 10/61 187/8050  1.16E-06 2.65E05 L61E-05 pp o e 10
M1  hsa04668 TNF signaling pathway 8/61 112/8050 1.74E-06 3.48E-05 2.11E-05 ﬁg@g%ﬂmpzmwCLZ/CXCLZ/CCLO/M 8
) e —_ PLCB1/APP/HTR2C/HTR2A/GNAS/GABRB2/
M1 hsa04726 Serotonergic synapse 8/61 115/8050 2.13E-06 3.58E-05 2.17E-05 GNAIZHTR1A 8
S e —_ ADRB1/PLCB1/CHRM1/HRH2Z/HRH1/HTR2C/
M1 hsa04020 Calcium signaling pathway 10/61 201/8050 2.24E-06 3.58E-05 2.17E-05 ADORA2A/HTR2A/GNAS/DRD1 10
M1  hsa04728 Dopaminergic synapse 8/61 132/8050  6.00E-06 8.72E-05 5.28E-05 EIA?;ESSQAWSLCGAS/GNAS/DRDUDRDS/G 8
M1 hsa04750 Inﬂam@amrymedlator 761 100/8050 9.31E-06 0.000124 7.51E-05 PLCB1/HRH1/HTR2C/HTR2A/IL1B/MAP2K3/ 7
regulation of TRP channel GNAS
M1  hsa05146 Amoebiasis 7/61  102/8050  1.06E-05 0.000131 7.91E-05 g:(fB1’IL1B/GNAS’CXCL2’CXCL8’IL1ZA/CX 7
M1 hsa05031 _Amphetamine addiction 6/61  69/8050  1.22E-05_0.000139 8.43E-05 PDYN/GRIA2/ARC/SLC6A3/GNAS/DRD1
M1  hsa05032 Morphine addiction 6/61 91/8050  5.96E-05 0.000567 0.000343 gNAS/GABRBZ/DRDI/OPRM”ADORA“GNA 6
M1  hsa04923 Sgﬁ)f:tt‘;’:"“ip"lys‘sm 5/61 56/8050  6.01E-05 0.000567 0.000343 ADRB1/GNAS/NPY/ADORA1/GNAI2 5
M1 hsa05134 Legionellosis 5/61  57/8050 _ 6.55E-05 0.000567 0.000343 IL1B/CXCL2/CXCL8/IL12A/CXCL1 5
M1 hsa04270 Vasculak_‘smoothmuscle 761 135/8050  6.55E-05 0.000567 0.000343 PLCB1/AVP/EDN1/ADORA2A/CALCA/GNAS/ 7
contraction AGT
M1 __ hsa05323 Rheumatoid arthritis 6/61_93/8050 __ 6.73E-05_0.000567 0.000343 IL1B/CCL2/CXCL2/CCL5/CXCLS/CXCLL 6
M1  hsa04657 IL-17 signaling pathway 6/61 94/8050  7.15E-05 0.000572 0.000346 IL1B/CCL2/CXCL2/MMP9/CXCLS/CXCL1 6
M1 hsa04730 Long-term depression 5/61  60/8050 8.39E-05 0.000639 0.000387 PLCB1/GRIA2/GNAS/CRH/GNAI2 5
M1 hsa0493s ~GERAGE signaling pathway o1 100/8050  0.000101 0.000735 0.000445 PLCBI/EDN1/ILIB/CCL2/CXCLS/AGT 6
in diabetic complication
M1 hsa04621 I;T;z}?;;l;creccptorslgnalmg 761 181/8050  0.000405 0.002818 0.001705 EI;CBl/IL1B/CCLZ/CXCLZ/CCLO/CXCLS/CXC 7
M1 hsa05144 Malaria 4/61__50/8050 0.00053 0.008531_0.002137 IL1B/CCL2/CXCLS/IL12A 4
M1 hsa04062 Chemokine signaling pathway 7/61 192/8050 0.000578 0.003586 0.002171 ;EE?1/CCLZ/CXCL2/CCL5/CXCL8/GNA12/C
M1  hsa04915 Estrogen signaling pathway ~ 6/61 138/8050 0.000583 0.003586 0.002171 PLCB1/GNAS/MMP9/OPRM1/POMC/GNAI2 6
M1 hsa0dog1 Y iral proteininteraction with ) 000050 0.000918 0.005418 0.003279 CCL2/CXCL2/CCLA/CXCLS/CXCLL 5
cytokine and cytokine receptor
M1 hsa04916  Melanogenesis 5/61 101/8050 _ 0.00096 0.005418 0.003279 PLCB1/EDN1/GNAS/POMC/GNAI2 5
M1  hsa04015 Rapl signaling pathway 7/61  210/8050  0.000982 0.005418 0.003279 iggé’ﬁfORAQA’MAPZK3/GNAS’CNR“GN 7
M1 __ hsa04934 Cushing syndrome 6/61 155/8050  0.001072 0.005653 0.003422 PLCB1/GNAS/CRH/AGT/POMC/GNAIZ 6
M1 hsa04620 E;’i;};);‘;mep“’mg“ahng 5/61 104/8050 0.001095 0.005653 0.003422 IL1B/MAP2K3/CCL5/CXCLS/IL12A 5
M1  hsa04927 Sce‘lf;ff;nsymhe“ and 4/61  65/8050  0.001431 0.007113 0.004305 PLCB1/GNAS/AGT/POMC 4
Ml hsa05163 i‘f‘:c‘zzncy“’megal"“ms 761 225/8050 0.001467 0.007113 0.004305 ELCBMLIB/CCLz/GNAS’CCL5/CXCLS/GNA 7
M1 hsa04060 .Cytokm‘e'cytokmereceptor 861  294/3050  0.001572 0.007255 0.004391 IL1B/CCL2/INHBE/CXCL2/CCL5/CXCL8/IL1 8
interaction 2A/CXCL1
M1 hsa04725 Cholinergic synapse 5/61 113/8050  0.001587 0.007255 0.004391 PLCB1/CHRM1/CHRM4/GNAI2/ACHE 5
M1 hsa04724 Glutamatergic synapse 5/61  114/3050  0.00165 0.007335 0.00444 PLCB1/GRIA2/GNAS/GNAIZ/SLCIAL 5
M1  hsa0s120 Lpithelial cell signaling in 4/61 70/8050  0.001884 0.008147 0.004931 CXCL2/CCL5/CXCL8/CXCL1 4
Helicobacter pylori infection
M1 hsa04971 Gastric acid secretion 4/61  76/8050 0.002549 0.010456 0.006329 PLCB1/HRH2/GNAS/GNAI2 4
M1 hsa05133 Pertussis 4/61 __76/8050 _ 0.002549 0.010456 0.006329 IL1B/CXCLS/IL12A/GNAI2 4
M1 hsa05143 African trypanosomiasis 3/61  37/8050 _ 0.002678 0.010713 0.006484 PLCBI/IL1B/IL1ZA 3
M1 hsa04926 Relaxin signaling pathwa 5/61 129/8050 _ 0.002838 0.011075_0.006703 PLCB1/EDN1/GNAS/MMP9/GNAI2 5
M1 hsa04072 grfﬁgzgl‘pasens‘g"ahng 5/61 148/8050 0.005108 0.018745 0.011346 PLCB1/AVP/GNAS/CXCLS/AGT 5
M1 hsa0d7zg Lefrogradeendocannabinoid  se) 408050  0.005108 0.018745 0.011346 PLCBI/GRIA2/GABRB2/ICNRI/GNAI2 5
signaling
M1 hsaodger Adrenergic signalingin 5/61 149/8050 0.005255 0.018745 0.011346 ADRBI/PLCB1/GNAS/AGT/GNAI2 5

cardiomyocytes
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KEGG pathway Appendix #S3-2-2
Module ID Description g::li‘; BgRatio pvalue p.adjust qvalue genelD Count
M1 hsa04912 GnRH signaling pathway 4/61  93/8050 0.005272 0.018745 0.011346 PLCB1/MAP2K3/GNAS/LHB 4
M1 hsa04713 Circadian entrainment 4/61 97/8050 0.006118 0.021279 0.012879 PLCB1/GRIA2/GNAS/GNAI2 4
M1  hsa04925 gfr‘f:ii?"e synthesis and 4/61  98/8050  0.006342 0.021591 0.013068 PLCB1/GNAS/AGT/POMC 4
M1 hsa04064 NF-kappa B signaling pathway 4/61 104/8050  0.007806 0.026022 0.01575 IL1B/CXCL2/CXCL8/CXCL1 4
M1 hsa04022 c¢GMP-PKG signaling pathway 5/61 167/8050 0.008444 0.027572 0.016688 ADRB1/PLCB1/OPRD1/ADORA1/GNAI2 5
M1 hsa05164 Influenza A 5/61 171/8050 0.009302 0.029767 0.018017 IL1B/CCL2/CCL5/CXCLS/IL12A 5
M1 hsa05012 Parkinson disease 6/61 249/8050 0.011049 0.034664 0.020981 ?DORAQA/SLCGA3/GNAS/DRDI/GNAIWDRD 6
M1 hsa04071 Eg?}i:i‘;hpid signaling 4/61 119/8050 0.012397 0.037426 0.022653 PLCB1/OPRD1/ADORA1/GNAI2 4
M1 hsa0ag3s Crowth hormone synthesis, 00 419/0050 0012897 0.037426 0.022653 PLCB1/MAP2KS/GNAS/GNAT2 4

secretion and action
M1 hsa04614 Renin-angiotensin system 2/61  23/8050 0.012901 0.038225 0.023136 REN/AGT 2
M1 hsa04920 I‘?:t‘}ﬁ;’:z;‘)kme signaling 3/61  69/8050 0.01522 0.044277 0.026799 CAMKK2/NPY/POMC 3
M1 hsa05135 Yersinia infection 4/61 130/8050 0.016679 0.047654 0.028843 IL1B/MAP2K3/CCL2/CXCL8 4
GRIA2/GRIA1/CAMK2A/GRIN2A/TH/ARC/FO
M5 hsa05031 Amphetamine addiction 13/66 69/8050 5.91E-15 1.26E-12 4.91E-13 S/FOSB/SLC6A3/GRIN2B/CAMK2D/JUN/GRI 13
N1
- - . . - . i 1o GRIA2/GRIN2A/TH/FOSB/SLC6A3/GRIN2B/
M5 hsa05030 Cocaine addiction 11/66 49/8050 1.08E-13 1.15E-11 4.47E-12 NFKB1/JUN/GRIN1/RELA/DLGA4 11
- - Fluid shear stress and N : - am.ng ILIA/VEGFA/EDN1/ICAM1/IL1B/CCL2/FOS/
M5 hsa05418 atherosclerosis 13/66 139/8050  6.45E-11 4.06E-09 1.58E-09 DUSP1/NFKB1/IFNG/JUN/MMP9Y/RELA 13
- . . ~am.ng CASP7/IL6/EDN1/NFKBIA/ICAM1/IL1B/CCL
M5 hsa04668 TNF signaling pathway 12/66 112/8050  7.59E-11 4.06E-09 1.58E-09 9/FOS/NFKB1/JUN/MMPY/RELA 12
GRIA2/CHRM1/EDN1/ATP1A1/GRIA1/CAMK
M5 hsa04024 cAMP signaling pathway 15/66 216/8050 1.33E-10 5.67E-09 2.20E-09 2A/NFKBIA/GRIN2A/FOS/GRIN2B/CAMK2D/ 15
NFKB1/JUN/GRIN1/RELA
- - . s s . . o IL6/NFKBIA/IL1B/CCL2/FOS/FOSB/NFKB1/1
M5 hsa04657 IL-17 signaling pathway 11/66 94/8050 1.92E-10 6.84E-09 2.66E-09 FNG/JUN/MMP9Y/RELA. 11
- AGE-RAGE signaling pathway . : o IL1IA/IL6/VEGFA/EDN1/ICAM1/IL1B/CCL2/C
M5 hsa04933 in diabetic complications 11/66 100/8050  3.79E-10 1.03E-08 4.01E-09 CND1/NFKB1/JUN/RELA 11
- - . . : o IL1A/CASP7/IL6/IL10/IL1B/FOS/NFKB1/JUN
M5 hsa05133 Pertussis 10/66 76/8050 4.23E-10 1.03E-08 4.01E-09 /IL12A/RELA. 10
- . . : o IL6/NFKBIA/IL10/IL1B/CCL2/FOS/NFKB1/IF
M5 hsa05142 Chagas disease 11/66 102/8050 4.71E-10 1.03E-08 4.01E-09 NG/JUN/IL12A/RELA 11
- . - . : o ILIA/NFKBIA/IL10/IL1B/FOS/NFKB1/IFNG/
M5 hsa05140 Leishmaniasis 10/66 77/8050 4.82E-10 1.03E-08 4.01E-09 JUN/TLA2A/RELA 10
- - . . . . ~.ng CASP7/IL6/NFKBIA/IL1B/HSPAS/NFKB1/HS
M5 hsa05134 Legionellosis 9/66  57/8050 6.29E-10 1.22E-08 4.75E-09 PAIATLA2A/RELA 9
- - . . o IL1IA/IL6/NFKBIA/IL1B/CCND1/FOS/HSPA8/
M5 hsa05162 Measles 12/66 139/8050  9.67E-10 1.72E-08 6.70E-09 NFKB1/HSPA1A/JUN/IL12A/RELA 12
M5 hsa05321 Inflammatory bowel disease 9/66  65/8050 2.12E-09 3.49E-08 1.36E-08 AIAI;III‘]AS/II‘IAG/ILIO/ILIB/NFKBUIFNG/JUN/IL12 9
IL1A/VEGFA/PLA2G4A/NGF/IL1B/FOS/PPM
M5 hsa04010 MAPK signaling pathway 15/66 294/8050  9.60E-09 1.47E-07 5.70E-08 1B/DUSP1/DDIT3/HSPA8/MYC/NFKB1/HSP 15
A1A/JUN/RELA
- - . . . - GRIA2/GRIK2/GRIA1/PLA2G4A/GRIN2A/GRI
M5 hsa04724 Glutamatergic synapse 10/66 114/8050  2.36E-08 3.37E-07 1.31E-07 N2B/GRIN1/HOMER1/DLG4/GRIK5 10
- Non-alcoholic fatty liver . : ~+11.n~ IL1A/CASP7/IL6/IL1B/FOS/BCL2L11/DDIT3/
M5 hsa04932 disease 11/66 150/8050  2.90E-08 3.88E-07 1.51E-07 NFKB1/ERN1/JUN/RELA 11
M5  hsa05323 Rheumatoid arthritis 966 93/8050  5.33E08 GTIE0T 261807 ot OVEGRAICAMUILIBCCLAROSIE 9
Neuroactive ligand-receptor GRIA2/GRIK2/CHRM1/HRH1/EDN1/HTR2C/
M5 hsa04080 interaction g P 15/66 341/8050  7.00E-08 8.33E-07 3.24E-07 GRIA1/HTR2A/GRIN2A/GRIN2B/GABRG2/G 15
RIN1/TAC1/TRH/GRIK5
- . CASP7/NFKBIA/NGF/FOS/BCL2L11/DDIT3/
M5 hsa04210 Apoptosis 10/66 136/8050  1.28E-07 1.44E-06 5.61E-07 NFKB1/ERN1/JUN/RELA 10
M5 hsa05144 Malaria 7/66 _ 50/8050 1.36E-07 1.46E-06 5.66E-07 IL6/ICAM1/IL10/IL1B/CCL2/IFNG/IL12A 7
- o i o . IL6/VEGFA/EDN1/CAMK2A/ARNT/CAMK2D/
M5 hsa04066 HIF-1 signaling pathway 9/66  109/8050  2.13E-07 2.17E-06 8.45E-07 NFKB1/IFNG/RELA 9
M5 hsa05143 African trypanosomiasis 6/66  37/8050 4.59E-07 4.46E-06 1.73E-06 IL6/ICAM1/IL10/IL1B/IFNG/IL12A 6
M5  hsa05033 Nicotine addiction 6166 40/8050  TASE-0T GIZE06 2.69E-06 o R AVGRINDAGRINZBIGABRGRIGR
M5 hsa04380 Osteoclast differentiation 9/66 128/8050  8.44E-07 7.53E-06 2.93E-06 /I}é/;]/;gIEELMILlB/FOS/FOSB/NFKBl/IFNG 9
M5 hsa05135 Yersinia infection 9/66 13018050 9.63E07 8.08E-06 3.14E-06 ot COIATIOTLID] CCL2/FOS/NFKB1 9
- . L. N PN _~» GRIA2/GRIA1/CAMK2A/GRIN2A/GRIN2B/CA
M5 hsa04720 Long-term potentiation 7/66  67/8050 1.06E-06 8.08E-06 3.14E-06 MK2D/GRINT 7
- . . . GRIA2/GRIA1/CAMK2A/GRIN2A/FOS/GRIN2
M5 hsa04713 Circadian entrainment 8/66  97/8050 1.07E-06 8.08E-06 3.14E-06 B/CAMK2D/GRIN1 8
- . : _~ ILIA/IL6/NFKBIA/ICAM1/IL1B/CCL2/NFKB1
M5 hsa05164 Influenza A 10/66 171/8050 1.09E-06 8.08E-06 3.14E-06 JIFNG/IL12A/RELA 10
. . GRIA2/GRIA1/CAMK2A/GRIN2A/TH/FOS/SL
M5 hsa04728 Dopaminergic synapse 9/66 132/8050 1.09E-06 8.08E-06 3.14E-06 C6A3/GRIN2B/CAMEKSD 9
M5 hsa04940 Type I diabetes mellitus 6/66  43/8050 1.16E-06 8.26E-06 3.21E-06 IL1A/GAD1/IL1B/GAD2/IFNG/IL12A 6
M5 hsa04750 Inflammatory mediator 8/66 100/3050 1.36E-06 9.36E-06 3.64F-06 HRH1/HTR2C/CAMK2A/PLA2G4A/HTR2A/N 8

regulation of TRP channels

GF/IL1B/CAMK2D
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KEGG pathway Appendix #S3-2-3

Module ID Description g::‘ii BgRatio pvalue p.adjust qvalue genelD Count
- s . i s . IL1A/IL6/CAMK2A/IL10/IL1B/CAMK2D/NFK
M5 hsa05152 Tuberculosis 10/66 180/8050 1.74E-06 1.15E-05 4.47E-06 BUIFNG/IL12A/RELA 10
M5 hsa04620 g‘;&};}:’receptor signaling 9/66  104/3050 1.83F-06 1.15E-05 4.47E-06 IEIiGANFKBIA/ILlB/FOS/NFKBllJUN/ILlZA/R 8
M5 hsa04625 C-type lectin receptor signaling 8/66 104/3050 1.83E-06 1.15E-05 4.47E-06 IL6/NFKBIA/IL10/IL1B/NFKB1/JUN/IL12A/R 8
pathway ELA
M5  hsa04659 Th17 cell differentiation 8/66  107/8050 2.27E-06 1.39E-05 5.39E-06 IE'ﬁNb KBIA/IL1B/FOS/NFRBUIFNG/JUN/R 8
- - Kaposi sarcoma-associated s s .0 IL6/VEGFA/NFKBIA/ICAM1/CCND1/FOS/MY
M5 hsa05167 | AP0 FrOmA Ao 10/66 189/8050  2.70E-06 1.61E-05 6.24E-06 on miiie oot l 10
i - ) ) o _ NFKBIA/IL10/HSPA8/NFKB1/HSPATA/IFNG
M5  hsa05145 Toxoplasmosis 8/66 112/8050 3.21E-06 1.85E-05 7.21E-06 ;0 oo 8
M5 hsa01523 Antifolate resistance 5/66  31/8050  4.58E-06 2.58E-05 1.00E-05 IL6/IL1B/NFKB1/ABCC2/RELA 5
M5 hsa04658 LD and Th2 cell 766 9208050  9.10E-06 4.93E-05 1.92E-05 N KBIAFOS/NFRBUIFNG/JUNILI2AREL 7
differentiation A
M5 hsa04926 Relaxin signaling pathway 8/66  129/8050  9.21E-06 4.93E-05 1.92E-05 \I\ZI%(;/FR%/EiNUNFKBIA/FOS/NFKBUJUN/M 8
M5 hsa05146 Amoebiasis 7/66 102/8050  1.80E-05 9.39E-05 3.65E-05 IL6/IL10/IL1B/NFKB1/IFNG/IL12A/RELA 7
M5  hsa04660 E;f;;‘fy“ep“‘“ signaling 7166  104/8050  2.04E-05 0.000104 4.05E-05 NFKBIA/IL10/FOS/NFKB1/IFNG/JUN/RELA 7
- - . ) - IL6/NFKBIA/ICAM1/CCND1/BCL2L11/MYC/
M5 hsa05169 Epstein-Barr virus infection 9/66  202/8050 3.54E-05 0.000176 6.85E-05 NFKB1/JUN/RELA 9
- - . ) ) __ IL1A/CASP7/IL6/CHRM1/GRIN2A/IL1B/DDIT
M5  hsa05010 Alzheimer disease 12/66 369/8050  B.76E-05 0.000183 7.10E-05 e b o N /GRINGRELA 12
- A . . - o .- HTR2C/CYP2C8/PLA2G4A/HTR2A/DUSP1/C
M5 hsa04726 Serotonergic synapse 7/66 115/8050  3.93E-05 0.000187 7.26E-05 YP2C9/CYP2C19 7
M5  hsa05161 Hepatitis B 8/66 162/8050 4.82E-05 0.000223 8.66E-05 ;ngFKBIA/ FOS/MYC/NFKB1/JUN/MMPS/ 8
M5 hsa04722 Neurotrophin signaling 766 119/8050 4.89E-05 0.000223 8.66E-05 CAMK2A/NFKBIA/NGF/CAMK2D/NFKB1/JU 7
pathway N/RELA
M5 hsa05204 Chemical carcinogenesis 6/66  82/8050 5.18E-05 0.000231 8.98E-05 ng(I;II;Al/CYPZCS/CYPZCQ/ARNT/CYP1B1/CY 6
M5 hsa05132 Salmonella infection 9/66 213/8050 5.37E-05 0.000234 9.11E-05 Séi%zgﬁgNFKBWILlB/FOS/MYC/NFKBU 9
N N Human T-cell leukemia virus 1 . N IL6/NFKBIA/ICAM1/CCND1/FOS/MY C/NFK
M5 hsa05166 , nO% 9/66  219/8050  6.66E05 0.000285 0.000111 prib i 9
- - Human cytomegalovirus . IL6/VEGFA/NFKBIA/IL1B/CCL2/CCND1/MY
M5 hsa05163 | L Men 9/66  225/8050  8.21E-05 0.000338 0.000182 (panp i pe 9
M5  hsa05235 LD Llexpressionand PDl - oee gqi0050 g 9905 0.000338 0.000132 NFKBIA/FOS/NFKBI/IFNG/AJUN/RELA 6
checkpoint pathway in cancer
M5 hsa00591 Linoleic acid metabolism 4/66_ 29/8050 _ 8.39E-05 0.000339 0.000132 CYP2C8/PLA2G4A/CYP2C9/CYP2C19 4
M5  hsa04623 S:fﬁ:;’;‘yc DNA-sensing 5/66  63/8050  0.000155 0.000613 0.000238 IL6/NFKBIA/IL1B/NFKB1/RELA 5
M5 hsa0s130 Pathogenic Bscherichia coli oo 000 ot 0ol 000249 CASPTILG/NFKBIA/ILIB/FOS/NFKB1/JUN/ s
infection RELA
i S CHRM1/HRH1/HTR2C/CAMK2A/HTR2A/GRI
M5 hsa04020 Calcium signaling pathway 8/66 201/8050 0.000218 0.000833 0.000324 N2A/CAMK2D/GRINT 8
M5 hsa04917 Prolactin signaling pathway _ 5/66 _ 70/8050 _ 0.000255 0.000957 0.000372 TH/CCND1/FOS/NFKB1/RELA 5
M5 hsa05219 Bladder cancer 4/66__41/8050  0.000332 0.001226 0.000476 VEGFA/CCND1/MYC/MMP9 4
- o IL1A/IL6/GRIN2A/IL1B/DDIT3/HSPAS/GRIN
M5  hsa05020 Prion diseases 9/66  273/8050  0.000353 0.001281 0.000498 ,r tre P o 9
M5 hsa05332  Graft-versus-host disease 4/66  42/8050 0.000365 0.001302 0.000506 IL1A/IL6/IL1B/IFNG 4
M5 hsa05220 Chronic myeloid leukemia 5/66__76/8050 _ 0.000375 0.001314 0.000511 NFKBIA/CCND1/MYC/NFKB1/RELA 5
M5  hsa04662 f;t‘}*jivzeycepm signaling 5/66  82/8050  0.000533 0.001839 0.000715 NFKBIA/FOS/NFKB1/JUN/RELA 5
- o VEGFA/PLA2G4A/GRIN2A/NGF/GRIN2B/NF
M5  hsa04014 Ras signaling pathway 8/66  232/8050  0.000573 0.001946 0.000756 oppr e’ o 8
M5  hsa04621 I;g}?;;};e receptor signaling 7 /ce 191/8050  0.000658 0.002183 0.000848 TL6/NFKBIA/L1B/CCLY/NFKB1/JUN/RELA 7
M5 hsa05210 Colorectal cancer 5/66_ 86/3050 _ 0.000663 0.002183 0.000848 CCND1/FOS/BCL2L11/MYC/JUN 5
M5 hsa04068 FoxO signaling pathway 6/66_ 131/8050  0.000676 0.002193 0.000852 1L6/IL10/CCND1/BCL2L11/SOD2/HOMERL 6
M5 hsa05017 Spinocerebellar ataxia 6/66 133/8050 0.000733  0.00234 0.000909 ?RIAZ/GRIAI/GRINZA/GRINZB/ERNI/GRIN 6
M5 hsa05222 Small cell lung cancer 5/66_ 92/8050 _ 0.000902 0.002838 0.001103 NFKBIA/CCND1/MYC/NFKB1/RELA 5
M5 hsa05202 ;l;fi:fli’e‘fm’"al misregulation 7ce 199/8050  0.000933 0.002893 0.001124 IL6/DDIT3/MYC/IDZ/INFKBI/MMPY/RELA 7
M5 hsa05215 Prostate cancer 5/66_ 97/8050 _ 0.001145 0.003501  0.00136 NFKBIA/CCND1/NFKB1/MMP9/RELA 5
M5 hsa04064 NF-kappa B signaling pathway 5/66  104/8050 _ 0.001564 0.004663 0.001812 NFKBIA/ICAM1/IL1B/NFKB1/RELA 5
M5 hsa04921 Oxytocin signaling pathway 6/66 154/8050 0.001569 0.004663 0.001812 ICJ‘;MKZA/PLAzGAlA/CCNDI/FOS/CAMKZD/J 6
M5 hsa04218 Cellular senescence 6/66 156/8050 0.001676 0.004912 0.001909 IL1A/IL6/CCND1/MYC/NFKB1/RELA 6
M5 hsa00590 Arachidonic acid metabolism _ 4/66  63/8050 _ 0.001708 0.004939 0.001919 CYP2C8/PLA2G4A/CYP2C9/CYP2C19 4
M5  hsa05160 Hepatitis C 6/66_ 157/3050  0.001731 0.00494 0.00192 NFKBIA/CCND1/MYC/NFKB1/IFNG/RELA 6
M5  hsa04217 Necroptosis 6/66 159/8050 0.001846 0.005199  0.00202 g‘lA/ CAMK2A/PLA2GAA/ILIB/CAMK2ZD/TFN 6
M5 hsa04630 JAK-STAT signaling pathway 6/66  162/8050 _ 0.00203 0.005642 0.002192 IL6/IL10/CCND1/MYC/IFNG/IL12A 6
M5 hsa05221 Acute myeloid leukemia 4/66__ 67/8050 _ 0.002144 0.005883 0.002286 CCND1/MYC/NFKB1/RELA 4
- . - IL6/VEGFA/CHRM1/NGF/CCND1/BCL2L11/
M5 hsa04151 PI3K-Akt signaling pathway  9/66  354/8050  0.002236 0.006034 0.002345 MYC/NFKB1/RELA 9
M5 hsa04725 Cholinergic synapse 5/66  113/8050  0.002256 0.006034 0.002345 CHRM1/CAMK2A/FOS/CAMK2D/ACHE 5
M5  hsaode2z L1GTlikereceptorsignaling 6 70/8050  0.002519 0.006573 0.002554 NFKBIA/NFKB1/IL12A/RELA 4

pathway
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KEGG pathway Appendix #S3-2-4

Module ID Description g::‘ii BgRatio pvalue p.adjust gqvalue genelD Count
M5  hsa05120 Lpithelial cell signaling in 4/66  70/8050  0.002519 0.006573 0.002554 NFKBIA/NFKB1/JUN/RELA 4

Helicobacter pylori infection

Cytokine-cytokine receptor

M5 hsa04060 YOO 8/66 294/8050  0.00262 0.006755 0.002625 IL1A/IL6/IL10/NGF/IL1B/CCL2/IFNG/IL12A 8
M5 hsa05212  Pancreatic cancer 4/66__76/8050 _ 0.003397 0.008655_0.003363 VEGFA/CCND1/NFKBI/RELA 4
M5 hsa00430 | 2urine and hypotaurine 2/66 11/8050  0.003472 0.008741 0.003397 GAD1/GAD2 2
metabolism
M5 hsa05330 _Allograft rejection 3/66_ 38/8050 _ 0.003618 0.009003 0.003499 IL10/IFNG/IL12A 3
M5 hsa05012 Parkinson disease 7/66  249/8050 0.004094 0.01007 0.003913 gﬁé\é};iA/FH/DUSPUSLCSAS/DDIlS/CAMK2 7
M5 hsa05034 _Alcoholism 6/66  187/8050  0.004148 0.010088  0.00392 GRIN2A/TH/FOSB/SLC6A3/GRINZB/GRINT 6
M5 hsa04012  ErbB signaling pathway 4/66__85/8050 _ 0.005075_0.012203 0.004742 CAMK2A/MYC/CAMK2D/JUN 4
M5 hsa04915 Estrogen signaling pathway __ 5/66__138/8050 _ 0.005326 0.012663 0.004921 FOS/HSPAS/HSPA1A/JUN/MMP9 5
M5 hsa05205 Proteoglycans in cancer 6/66 205/8050 0.006468 0.015211 0.005911 gg‘GFA/CAMKZA/CCND1/MYC/CAMK2D/MM 6
M5 hsa04912 GnRH signaling pathway 4/66__ 93/8050 0.00697 0.016213 _ 0.0063 CAMK2A/PLA2G4A/CAMK2D/JUN 1
M5 hsa05170 gi‘;"l:alni;‘?e’:t‘i‘:sdeﬁ“ency 6/66 212/8050 0.007586 0.017457 0.006784 NFKBIA/AP1S1/FOS/NFKB1/JUN/RELA 6
M5 hsa04913 Ovarian steroidogenesis 3/66  51/8050 0.008282 0.018843 0.007322 CYP1A1/PLA2G4A/CYP1B1 3
M5 hsa01522 Endocrine resistance 4/66__98/8050 _ 0.008365_0.018843 0.007322 CCND1/FOS/JUN/MMP9 4
M5 hsa04310 Wnt signaling pathwa 5/66__160/8050  0.009824 0.021899  0.00851 CAMK2A/CCND1/MYC/CAMK2D/JUN 5
M5 hsa04931 Insulin resistance 4/66__108/8050 _ 0.011678 0.025765 0.010012 IL6/NFKBIA/NFKBI/RELA 4
M5  hsa05016 Huntington disease 7166 306/8050 0.012218  0.02668 0.010368 SgiAZ’GRIA”GRINQB/ERN”SOD2/GRIN1’D 7
M5 hsa04730 Long-term depression 3/66 60/8050  0.012917 0.027922 0.01085 GRIA2/GRIAT/PLA2GAA 3
M5  hsa05206 MicroRNAs in cancer 7/66  310/8050 0.013054 0.027936 0.010856 ;’}g‘;g%chNDUBCL%l”MYC/NFKB”MMP 7
M5  hsa04g1g Longevityregulatingpathway - gqe 90050 0014112 0.020901 0.011619 HSPAS/HSPAIA/SOD2 3
multiple species
M5 hsa00830 _Retinol metabolism 3/66__68/8050 _ 0.018063 0.037897 0.014726 CYP1A1/CYP2C8/CYP2C9 3
M5  hsa04920 ‘gst‘ﬁjvczy“’k‘“es‘g“ah"g 3/66 69/8050  0.018776 0.038635 0.015013 NFKBIA/NFKB1/RELA 3
M5 hsa05211 Renal cell carcinoma 3/66  69/8050 0.018776 0.038635 0.015013 VEGFA/ARNT/JUN 3
M5 hsa00982 g;;g metabolism - cytochrome 56 71/8050  0,020247 0.041265 0.016035 CYP2C8/CYP2C9/CYP2C19
M5 hsa00650 Butanoate metabolism 2/66  28/8050 _ 0.021819 0.044049 0.017117 GAD1/GAD2 2
M5 hsa05214 Glioma 3/66__75/8050 _ 0.023376_0.046752 0.018167 CAMK2A/CCND1/CAMK2D 3
M5 hsa04971 _Gastric acid secretion 3/66__76/8050 _ 0.024197 0.047946 0.018631 ATP1AT/CAMK2A/CAMK2D 3
M5 hsa00410 beta-Alanine metabolism 2/66 30/8050 _ 0.024847 0.048354 0.01879 GAD1/GAD2 2
M5  hsa0oggo \etabolism of xenobioties by 506 7718050 0.025033 0.048354 0.01879 CYP1AL/CYP2CO/CYP1B1 3
cytochrome P450
M5 hsa05322 Systemic lupus erythematosus 4/66  136/8050  0.025081 0.048354  0.01879 GRIN2A/IL10/GRIN2B/IFNG 4
M5 hsa05203 Viral carcinogenesis 5/66 204/8050  0.025523 0.048767  0.01895 NFKBIA/CCND1/NFKB1/JUN/RELA 5
M5  hsa0461g ‘\ntigen processingand 3/66 78/8050  0.025886 0.049022 0.019049 HSPAS/HSPAIA/IFNG 3

presentation
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Appendix FS4: CytoHubba AV S ALIZE> THMINIMIELUMSES 21— ILDE/—RDRYRT—I D47

M1 module Appendix #S4-1
5. L. Clustering
node_name Degree MCC DMNC MNC EPC  BottleNeck EcCentricit Closeness Radiality Betweenness Stress Coefficient
APP 45 9.22E+13 0.8873 28 15.563 58 0.5 53.5 2.79032 1862.02222 3502 0.2596
PLCB1 37 9.22E+13  0.68194 37 15.518 3 0.5 49.5 2.66129 353.11032 1278 0.47447
AGT 31 9.22E+13  0.83226 30 14.887 8 0.5 46.5 2.56452 268.90556 720 0.58065
ADORA2A 30 9.22E+13  0.85075 30 14.915 5 0.5 46 2.54839 167.5381 700 0.63448
POMC 28 9.22E+13  0.82145 28 14.891 1 0.5 45 2.51613 154.67143 664 0.62698
GNAI2 25 9.22E+13  1.04503 24 14.255 3 0.5 43.56  2.46774 154.64286 372 0.77333
CXCL8 24 9.22E+13  1.10407 23 13.863 2 0.5 43 2.45161 161.34286 396 0.82609
ADORA1 24 9.22E+13 1.05404 24 14.189 2 0.5 43 2.45161 34.84762 190 0.84783
HTRI1A 23 9.22E+13  1.18029 22 13.866 2 0.5 42.5  2.43548 122.67619 212 0.89328
CCL5 23 9.22E+13 1.18029 22 14.153 2 0.5 42.5  2.43548 122.67619 212 0.89328
CXCL1 23 9.22E+13 1.10407 23 14.174 1 0.5 42.5 2.43548 39.34286 202 0.90119
DRD2 23 9.22E+13 1.16438 21 14.288 3 0.5 42.5 2.43548 242.39048 482 0.81423
CXCL2 23 9.22E+13  1.10407 23 13.326 2 0.5 42.5  2.43548  39.34286 202 0.90119
CNR1 23 9.22E+13  1.10891 23 14.108 1 0.5 42,5 2.43548 13.27619 70 0.90514
OPRM1 22 9.22E+13 1.09673 22 13.774 2 0.5 42 2.41935 14.68571 96 0.90909
CHRM4 22 9.22E+13 1.18029 22 14.008 1 0.5 42 2.41935 0.67619 14 0.97835
OPRD1 22 9.22E+13  1.18029 22 13.825 1 0.5 42 2.41935  0.67619 14 0.97835
NPY 21 9.22E+13  1.16438 21 13.345 1 0.5 41.5 2.40323  0.58095 12 0.98095
GAL 21 9.22E+13 1.16438 21 13.52 1 0.5 41.5 2.40323  0.58095 12 0.98095
OPRK1 21 9.22E+13 1.16438 21 13.965 1 0.5 41.5 2.40323  0.58095 12 0.98095
DRD3 21 9.22E+13  1.16438 21 13.252 1 0.33333  41.16667 2.37097  0.39048 8 0.98095
PDYN 21 9.22E+13 1.17003 21 13.154 1 0.5 41.5 2.40323 0.47619 10 0.98571
PENK 21 9.22E+13 1.17003 21 13.34 1 0.5 41.5 2.40323 0.47619 10 0.98571
AVP 19 3659160  0.60306 19 9.917 6 0.33333  39.33333 2.25806 123.61032 470 0.52632
GNAS 13 3629041 0.77565 12 8.197 1 0.33333  33.66667 1.90323 26.41905 70 0.67949
CHRM1 11 30264 0.7466 11 6.956 1 0.33333 35.5 2.14516 16.41032 104 0.8
LHB 11 3628824  0.81447 11 7.821 1 0.33333  32.66667 1.87097  6.0381 28 0.87273
DRD1 11 3628920  0.83144 11 7.371 1 0.33333 32.5 1.85484  2.21905 12 0.89091
HRH1 10 30240 0.81806 10 6.612 2 0.33333  34.83333  2.1129  9.37222 76 0.91111
TRH 10 30240 0.81806 10 6.697 1 0.33333  34.83333  2.1129  9.37222 76 0.91111
HTR2A 10 15144 0.71829 10 6.715 1 0.33333  34.83333  2.1129 12.21667 86 0.8
CALCA 10 3628800 0.89787 10 6.49 1 0.33333 32 1.83871 0 0 1
HRH2 10 3628800 0.89787 10 6.761 1 0.33333 32 1.83871 0 0 1
ADRB1 10 3628800  0.89787 10 6.624 1 0.33333 32 1.83871 0 0 1
CRH 10 3628800 0.89787 10 6.462 1 0.33333 32 1.83871 0 0 1
HTR2C 9 15120 0.78759 9 6.118 1 0.33333  34.33333 2.09677 9.15 74 0.91667
TAC1 8 10080 0.78725 8 5.384 1 0.33333 31 1.80645  0.22222 2 0.96429
EDN1 8 10080 0.78725 8 5.566 1 0.33333 31 1.80645  0.22222 2 0.96429
CAT 3 3 0.30779 2 2.621 1 0.33333  30.83333 1.95161 8.8381 46 0.33333
MMP9 3 6 0.46346 3 3.979 1 0.33333  26.16667 1.5 0 0 1
SOD2 2 2 0.30779 2 1.997 1 0.33333  29.33333 1.83871 0 0 1
SCD 1 1 0 1 2.172 1 0.33333  28.66667 1.80645 0 0 0
IL12A 1 1 0 1 1.783 1 0.33333  25.16667 1.46774 0 0 0
NR1D1 1 1 0 1 2.18 1 0.33333  28.66667 1.80645 0 0 0
INHBE 1 1 0 1 2.038 1 0.33333  28.66667 1.80645 0 0 0
MAP2K3 1 1 0 1 2.267 1 0.33333  28.66667 1.80645 0 0 0
ARC 1 1 0 1 2.363 1 0.33333  28.66667 1.80645 0 0 0
TTR 1 1 0 1 1.985 1 0.33333  28.66667 1.80645 0 0 0
S100B 1 1 0 1 2.262 1 0.33333  28.66667 1.80645 0 0 0
PHYH 1 1 0 1 1.965 1 0.33333  28.66667 1.80645 0 0 0
ACHE 1 1 0 1 2.123 1 0.33333  28.66667 1.80645 0 0 0
CES2 1 1 0 1 2.475 1 0.33333  28.66667 1.80645 0 0 0
SLC1A1 1 1 0 1 1.867 1 0.33333  28.66667 1.80645 0 0 0
IL1B 1 1 0 1 2.23 1 0.33333  28.66667 1.80645 0 0 0
BCL2L11 1 1 0 1 1.945 1 0.33333  28.66667 1.80645 0 0 0
SLC3A2 1 1 0 1 1.646 1 0.33333  25.33333 1.48387 0 0 0
SLC6A3 1 1 0 1 2.12 1 0.33333 25 1.45161 0 0 0
CCL2 1 1 0 1 1.953 1 0.33333 25 1.45161 0 0 0
GABRB2 1 1 0 1 1.837 1 0.33333 25 1.45161 0 0 0
SERPINA3 1 1 0 1 2.054 1 0.33333  28.66667 1.80645 0 0 0
GRIA2 1 1 0 1 1.84 1 0.33333 25 1.45161 0 0 0
CAMKK?2 1 1 0 1 1.981 1 0.33333  28.66667 1.80645 0 0 0
REN 1 1 0 1 1.989 1 0.33333  26.33333  1.58065 0 0 0
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M5 module Appendix %S4-2
Bottle .. .. Clustering
node_name Degree MCC DMNC MNC EPC EcCentricity Closeness Radiality Betweenness Stress .
Neck Coefficient
JUN 24 117 0.20772 19 30.635 33 0.33333 47.33333 5.32877 2012.58025 4842 0.11232
RELA 22 141 0.20914 21 30.605 35 0.25 44.75 5.16438 1191.13005 3204 0.16017
NFKB1 16 107 0.26039 15 29.238 8 0.25 39.66667 4.89041 476.84062 1516 0.21667
FOS 15 86 0.28101 13 29.085 7 0.25 39.33333 4.89041 486.10683 1426 0.20952
DLG4 14 5058 0.59666 9 27.163 12 0.25 38.75 4.89041 884.22014 2306 0.2967
HSPAS8 13 49 0.23416 12 2646 7 0.25 37.58333 4.79452 484.34144 1364 0.20513
CAMK2A 13 5048 0.54893 9 25.784 12 0.25 36 4.65753 639.01461 1768  0.29487
HSPAI1A 11 40 0.2864 9 2724 6 0.25 37.91667 4.90411 542.9722 1494 0.21818
CAMK2D 10 5045 0.54893 9 25.127 6 0.25 33.5 4.53425 207.11246 772 0.51111
PLA2G4A 9 13 0.37893 4 19.431 10 0.33333 37.33333 4.91781 925.45578 1834 0.13889
GRIA1 9 5047 0.67062 8 24498 3 0.2 31.53333 4.34247 159.15476 376 0.63889
GRIA2 9 5052 0.59666 9 24.266 2 0.2 31.53333 4.34247 37.70714 124 0.69444
MYC 8 10 0.2842 4 22.624 7 0.25 36.41667 4.86301 519.33064 1212 0.10714
HRH1 8 98 0.61814 6 22.045 6 0.25 31.5 4.39726 182.10632 640 0.46429
GRIN1 8 5041 0.76834 7 24.846 2 0.25 33.58333 4.63014 223.6376 658 0.75
GRIN2B 7 5040 0.76834 7 23.003 1 0.2 30.53333 4.31507 0 0 1
GRIN2A 7 5040 0.76834 7 23.336 1 0.2 30.53333 4.31507 0 0 1
CHRM1 7 100 0.54881 7 20.81 1 0.2 29.11667 4.12329 34.55725 244  0.71429
EDN1 7 50 0.58344 5 22393 2 0.25 33.66667 4.65753 327.28351 1254 0.47619
HTR2C 6 50 0.47549 6 19.814 1 0.2 28.61667 4.10959 34.22391 242 0.66667
HTR2A 6 50 0.47549 6 20.17 1 0.2 28.61667 4.10959 34.22391 242 0.66667
TRH 6 96 0.61814 6 19.177 1 0.2 27.03333 3.9726 8.66718 90 0.86667
ATF3 5 30 0.51861 5 23.512 1 0.25 32.58333 4.60274 7.83333 40 0.8
TAC1 5 48 0.58344 5 17.365 1 0.2 24 3.52055 0.33333 2 0.9
NFKBIA 5 30 0.51861 5 22.195 1 0.25 31.33333 4.45205 15.82222 76 0.8
CYP2C19 4 8 0.37893 4 9.071 1 0.25 26 3.9726 2 4 0.66667
GRIK2 4 12 0.47366 4 17327 1 0.2 26.45 3.9589 1.33333 4  0.83333
IL1A 4 12 0.47366 4 21.072 1 0.25 31.91667 4.57534 14 6 0.83333
CCND1 4 12 0.47366 4 21.663 1 0.25 32.75 4.64384 2.26667 12 0.83333
1L1B 4 12 0.47366 4 20.539 1 0.25 31.75 4.56164 1 4 0.83333
DDIT3 4 12 0.47366 4 19.536 1 0.25 30.5 4.45205 0.66667 2 0.83333
NGF 4 7 0.46346 3 18.877 2 0.2 28.95 4.24658 144 436 0.5
CCL2 4 24 0.56839 4 22244 1 0.25 32.08333 4.58904 0 0 1
IFNG 4 4 0.30779 2 21.048 1 0.33333 33.83333 4.76712 151.50203 766 0.33333
CYP1A1 3 6 0.46346 3 8.605 1 0.25 25.5 3.9589 0 0 1
CYP1B1 3 6 0.46346 3 8.683 1 0.25 25.5 3.9589 0 0 1
GAD1 3 4 0.30898 3 14.673 2 0.25 30.5 4.47945 36.12047 142 0.66667
ARNT 3 3 0.30779 2 15.885 2 0.25 30.66667 4.49315 34.9 110 0.33333
GRIK5 3 6 0.46346 3 14.917 1 0.2 25.78333 3.93151 0 0 1
FOSB 3 6 0.46346 3 16.772 1 0.25 30 4.43836 0 0 1
116 3 3 0.30779 2 17.296 3 0.25 30.66667 4.50685 91.65536 372 0.33333
VEGFA 2 2 0 1 11.608 1 0.2 25.96667 3.9726 2.5 6 0
CYP2C9 2 2 0.30779 2 7.293 1 0.25 25 3.94521 0 0 1
GAD2 2 2 0.30779 2 10.203 1 0.2 24.75 3.82192 0 0 1
MMP9 2 2 0.30779 2 14.586 1 0.2 28.95 4.32877 0 0 1
ATP1A1 2 2 0.30779 2 13.147 1 0.25 29.75 4.45205 0 0 1
NFE2L1 2 2 0.30779 2 13.851 1 0.25 29.5 4.42466 0 0 1
TH 2 2 0.30779 2 11.817 1 0.2 24.45 3.75342 0 0 1
SERPINA3 2 2 0.30779 2 14.821 1 0.2 27.78333 4.20548 0 0 1
ICAM1 2 2 0.30779 2 14.012 1 0.2 27.78333 4.20548 0 0 1
IL12A 2 2 0.30779 2 14.562 1 0.2 27.78333 4.20548 0 0 1
INSIG2 2 2 0.30779 2 13.091 1 0.2 26.45 4.06849 0 0 1
KCNH2 2 2 0.30779 2 12918 1 0.2 26.45 4.06849 0 0 1
1D2 2 2 0.30779 2 13.243 1 0.2 26.45 4.06849 0 0 1
S100B 2 2 0.30779 2 14.134 1 0.2 27.78333 4.20548 0 0 1
SOD2 1 1 0 1 6.267 1 0.2 24.11667 3.87671 0 0 0
SCD 1 1 0 1 6.893 1 0.2 24.11667 3.87671 0 0 0
PPM1B 1 1 0 1 8643 1 0.2 24.96667 3.90411 0 0 0
GCLC 1 1 0 1 8.479 1 0.25 28.25 4.34247 0 0 0
CASP7 1 1 0 1 5.203 1 0.25 24.5 3.93151 0 0 0
CYP2C8 1 1 0 1 5.382 1 0.25 245 3.93151 0 0 0
IL10 1 1 0 1 9.064 1 0.2 27.11667 4.17808 0 0 0
BCL2L11 1 1 0 1 5.928 1 0.16667 20.58333 3.26027 0 0 0
AP1S1 1 1 0 1 7.756 1 0.2 24.25 3.80822 0 0 0
DUSP1 1 1 0 1 8.807 1 0.25 28.25 4.34247 0 0 0
DCAF8 1 1 0 1 6.336 1 0.2 24.11667 3.87671 0 0 0
ARC 1 1 0 1 8.986 1 0.2 24.78333 3.90411 0 0 0
HOMER1 1 1 0 1 7.365 1 0.16667 21.48333 3.35616 0 0 0
ABCC2 1 1 0 1 7913 1 0.2 25.05 3.90411 0 0 0
ACHE 1 1 0 1 9.505 1 0.25 28.25 4.34247 0 0 0
GAP43 1 1 0 1 9.124 1 0.25 28.25 4.34247 0 0 0
ERN1 1 1 0 1 8.134 1 0.2 24.61667 3.91781 0 0 0
SLC6A3 1 1 0 1 8.258 1 0.2 23.45 3.67123 0 0 0
GABRG2 1 1 0 1 8.129 1 0.2 23.45 3.67123 0 0 0
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