EROAE

FATHER (S, BT 11229 TNy BIETHRE UTFOLI(C Summary YIWREES . COYT TIERTHE
ROWRNFRRENET . SFFHBFTRERITNETNOY ) 2B I L THERTEET.

B %0y BET Summary ZEHRI7AILEL TIRIZAIRET T,
BY %HyI 9326 T Summary % PDF F6R TIRIFRIEE T .

B9 %70y B2ET Analysis 29T DT FANTIRETEZERE—IEIIAR— M. TFANEE Excel TA—<

YRCTRIFTEFT . GFBCRRENMIIDEFTOTTERLIZEW)

Analysis Settings Zf&9 2L BRITDIREZ MR CTEE T,

Expression Analysis - FG ([lschemic] vs [Normall) cg B
Bummeary ' Ganonical Pathways ', Upstream Analysis ' Diseases & Functions | Reeulator Effects | Networks | Lists ' My Pathways ' Molecules '\ Analysis Match ',
Expart Gy Be B ‘
> Experiment Metadata
> Analysis Settings
* Top Canonical Pathway's i
Name prvalue Overlap
le of -ardiac ertrophy - 123E-08 195 % 43/220
eerin Sien: - 330E-09 194% 17211
fouse Embr: tem Cell Pluripotency 170E-07 238 % 267109
i ignali

3.156-07 176 % 13/245
575E-07 279% 1958

" Top Upstream Regulators.
Name prvalue Fredicted Activation
ESRI - 191
HRAS - B.38E-08
maslinic acid . 977E-18 Activated
miR-103-8p (and other miRNAs w/seed GOAGOAL) - B5IE-07 Activated
TGFEI - 727E-07 Inhibited

. Top Diseases and Bio Functions

e range # Molecules
-y = 123E-04 - 205E-15 226
WP s F1E-04 - G4E-13 1288
ey TS1E-04 - 109E-11 305
WA 4SE-08 - 109E-11 1253
I 49E-04 - 109E-11 923

Summary FRIEE DA

p-value DENSJELTIOYRENET, Top Diseases and Bio Functions @ p-value (&5 7 hF3)—-5I(CTO
e, PRENBRTRINET.

Analysis Settings : fRATBFDRTE (HERDH)

Top Canonical Pathways : p-value OIEVETEID/ S 1A

Top Upstream Regulators : p-value DIEWEERT —4 _HROFEET 4D F
Top Diseases and Bio Functions : p-value D{EW\A> ~OS—

Top Tox Functions : p-value DEVWESA> MOS—

Top Regulator Effect Networks : Z17MD&L) Regulator Effect xRyhJ—2
Top Networks : ZA7DEW\RY NI —=2E2y NI =T 0D FHEE S DtkaE
Top My Lists : p-value DLW~

Top My Pathways : p-value DR\ A/N AT 1A

Top Tox lists : p-value DIRVEEXIDEEVZ b

Top Molecules : Measurement Value OE 0\ &IKL\3F
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Summary M504 7 OsiREA

Canonical Pathways 97" (BEXID/(ADUIA(TYD)
Canonical Pathways (1—H—h"77yJ0—RUZUZANESEREDSV (7I4)L6 @ p-value<0.05) BEXID/(ZXD1
1FRRUET  SBINRVIA DE ST BRI T OISR ZET S TOEBTRUET,

_Expression Analysis — FC ([Miopathic] vs [Normall)

Functions ', Regulator Effects |

Summary " Ganonical Pathways \ Upstream fnalysis \ Diseases
Chart \\ Overlapping \

view ae T I O Horiental ® Vertcal (i) (o) @9 &) tore o

-
W positive z-score z-score =0 | M negative z-score o activity pattern available
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-

12 moleculels) associated with ILK Sienaling at FG ([Idiopathic] vs [Mormall) [Ratic: 12/193 {0.062)] [z-score: 0905] [p-value:
151E-04] -
/o0 10 1 Paiauny oo 10 1 st | oresre oicer [customze taewe [SEMIANE

Swymbal Entrez Ge.. X | Hentifier + | Meazurement +| | Expected /| Location X/ | Typels) | Biomarker .. X/ | Druefs) X
Atfymetri /| Expr Fold .. (% | Expr Inten.. %
GGND1 cyclin D1 208711 s_at | +2766 1939943 [ Up Mucleus tranzcription re..| diaenosis, arsenic trioxide{ +
GREBS cAMP responsi| 229228.at | +2.143 500300 I+ Up Mucleus wanscription rs.] -
FMBP1 farmin binding g 23008 6_at —4.106 28.208 1+ Up Mucleus Enz yime
LEF1 lwvmphoid enhan| 221558_s_at | 7846 84449 [T Up Muc leuz transcription re..) R

Selected/Total molecules: 0/ 12

B _HAICE - —DUZNEERID/ (R 1A % Fisher’s Exact test TARTEUTE p-value O-log O/ —Fv¥—hT&
RUET, N—=Fr—bOBFEIX/AD11 DSEEFRZITOILBD T, AL SBIEEEH . SEERNEL. BEEIEYE
OFANTERNO, IREEFAMEEEDIRIMNIOIZEDTY . BIE _EAION—Fv— ey 3L TRIICEERID/ X
DIAHPDADN=T, MDI1-H-DUANHZD D FHhERRENET . £/ z-score 1° p-value Ol Customize Chart]i
A>T Ratio 2=~ 9. WEDRVETXID/N\AV11%Z2IEFRR(CT S, Multiple Testing Correction Z&EH I 3. RED
RNHEDEENTEET,
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Canonical Pathways OJEMF3H(& Upstream Regulator. Downstream Effect Analysis ERIRED z-score
algorithm (C&DITOTVET,

BERIDINZAITA ZEICINRIIA DIEHEICRZEZ S ZDENFISNTWDVEDL LDl Seed 173 FH Ingenuity 1L —%
— (L& TEEINTVET, HIX(ETCD40 Signaling [/VAJ141Tld CD40 1 Seed (LU TEEINTWVETS, NF->F71
ARINU=T)ITUZXLICED, )XAT1A(C Causal Relationship ZIBNIL. Seed (&% 5 X373 FOiEMHZ2>Z1L—b
UFY, 221l —MEIC Ingenuity ORIZEENNAADSHILRESNS/NF - NEUVDEREEL . BERTERL. HB0)
(HRZER/(ZDIA(F z-score DETEXIRNSERINEN p-value DHNEHENFET ., MAP (Molecule Activity
Predictor) #4HET Causal Relationship. 23 FO;EMEIHESRRIAETI . £eT—J )LD Expected HISEETRID
EERIFKREINET,

z-score (& LERiESFRILT -5y hORIRIBEHRZAVTEHRINET,

TEFF—TJILD VIEW REPORT Y% 3L, LITDLSH Pathway Report h'&Rran£d.

D | ) PRt CanonicalPathway Report INGENUITY"

Report Date: 2013-09-25
Report Version: 242765 Provide Feedback | Live Support |} Download Report (FDF)
Content Version: 17199142 (Release Date: 2013-09-17)

canonical Pathway:  Integrin Signaling

Description: Integrins are cell surface glycoproteins that are invelved in cell-cell and cell-extracellular matrix (ECM) interactions. These
interactions are the basis for a number of diverse effects that include cell migration and anchorage, cell growth and
differentiation. Integrins are a family of mare than 20 different cell surface receptors which are comprised of non covalently
assodiated a and f subunits. The ligands for integrins include the ECM proteins vitronectin, fibronectin and collagen.

Integrins have the property of attaching the cell to the ECM and the cytoskeleton to the cell membrane. In doing so, integrins
are able to communicate changes in the external environment of the cell and translate them into structural changes within the
cell. It is the cytoplasmic face of the Integrin B subunit that is responsible for interactions with cytoskeletal proteins like a
actinin, talin, vinculin, zyxin and F-actin. Other key mediators of integrin signaling include Focal adhesion kinase (FAK) and
integrin linked kinase (ILK). These proteins are important in the farmation of focal adhesions, which are responsible for signal
transduction and assembly of stress fibers.

Cytoskeletal remodeling is impertant in many cellular responses, including cell adhesion, spreading, and metility. Rho family
members of small guanosine triphosphatases (GTPases)--RHO, RAC, and CDC42--have been implicated as critical regulators of
cytoskeletal changes. The primary changes in cytoskeleton are brought about by interaction between actin and myosin. Myosin
light chain kinase (MLCK) is the enzyme that phosphorylates and activates myosin light chain (MLC). MLCK is inhibited by p21
activated kinase (PAK) an effector molecule activated by RAC and CDC42. The inhibition of MLCK thus regulates cytoskeletal
rearrangement. On the other hand, Rho-kinase (ROCK) an effector molecule of RHO phosphorylates myosin light chain
phesphatase (MLCP) and inhibits the phosphatase activity. The inhibition of MLCP increases phosphorylation and activation of
MLC, which then mediates the assembly of stress fibers and other cytoskeletal changes.

OPEN PATHWAY W5>%JUy 3 BEBIRD/ CADIAHRRENE T o

Canonical Pathways

(2 Integrin Sigma\ing\‘
A @ Edit: () (x| (5 [ (9] [ @ oveRLAY[FATH DESI

IE View: % =1 4B 2] B Zoom: [q) B

4 Integrin Signaling
Overlay: Fold change([Ischemic] vs [Non-failing])

i i o o ggregaticn, iducesd
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ERKMAET st
[riasst=)

Cofmatiity
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Overlay > MAP (Molecule Activity Predictor) #ge%zfREI3ET. BRI/ ZADIA I RiNA > hODTEE /HER

FOIRE/ANHEI OFRINBIRET T .

EGF Signaling

SRC

Overlay: Fold change([Ischemic] vs [Non-failing])
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#JIz Overlay > MAP (Molecule Activity Predictor) #£8ET Color by expected activation state [CF1w/%
ANBZETEBARN A4 DFEEFRACANWTWSINY - Z R TEE T,

Show additional causal relationships (CF1v7Z ANBZETINF—>D> =1L —MNIAFEAUN causal relationship

R TEE I,
EGF Signaling —F
Overlay: Fold changiﬂéchemi
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Customize Chart
B A _E® Customize Chart RY>H'5. Bar Chart BIEZHAINA X I DENTEET,

| £ Customize Chart X

Select Canonical Pathways to Display

. T [—
el = FRT B/ RITAZERUET .
Ingenuity Canonical Pathways
=l (¥l Metabolic Pathways
=¥ Activation/Inactivation/Interconversion
I (v Activation
Fatty Acid Activation
1= [v| Biosynthesis
[w#] ATAD De Noun Ri

e 0 FRI3/CAI1A%-log(p-value). z-score M
Score Cutoff Z 'flE_CgﬁE_ngsa_o

Display only entities that have

a -log(p-value) greater than: 1.3 (between 0 and 7.97)
an absolute value z-score greater than: (between 0 and 4.33)

) Legend OB &> Ratio tFiN#RI >7.

Select Graph Style

Booniom Threshold ERABEBETEET,

[v] Show Threshold Threshold Value |0.05 |

[v] Show Ratio

Colorby: () default ® z-score
Select Sort Order H7I-0FRRIEZ, 7L IT7Ry MIED

) Alphabetical

significance IBICEETEF I,

® Observation or Timepoint [ ischemic] vs [Normal] v

Select Primary Y-Axis

e / B 57%-log(p-value). Ratio £55TJOvh
) Ratio j%b\%E}R_C‘ggEg_o

Select Scoring Method

Fisher's Exact Test p-value i ‘

p-value ZB T2 A EZIEELF T,
Fisher’s Exact Test p-value ¢ ZEARTERLE

Z17o1Z B-H Multiple Testing Correction p-
value ZERTEFT,

Fisher’s Exact Test p-value (21— -3 FIAN/NZAVIAHRDTZFDOWVWT, BARIC—ET 2% p-value T
FRUTWEY,, B-H Multiple Testing Correction p-value (& Fisher’s Exact Test (C Benjamini Hochberg @
FIRCLRLERTEMIEZITVET . CNUCK O TURTELIZCLDIBINT 2AE 7S T ENTEFT (ZIMRENEL
EhFET)
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STACKED BAR CHART
STACKED BAR CHART 7>z JUwI g %L, BERID/NADIA DA\ —E5% 100%E0L T, Upregulate Uie73F D8
Downregulate Ut F0EER3CENTEET, ITNIRI5T(& p-value 2 RUET .

Char‘t\c:vver\apping \l
] | view »=| T il B Horiontal ® Vertial ) @ 6 (2 4 More It
[ Downizgulated M 1o change M Upregulated 1o overlap with dataset |[ -~ og(p-value) |

207 207 a3 240 378 62 244 238 58 70 238 168 397 135 164 105 76 196 124 183 114
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Overlapping 97
Overlapping 97 T(3##%M Canonical Pathway (CFh'3 D FRIRRITIENTEET,

Fold change{[1schemic] vs [Non-failing]) |

Summary \l Functions ' Canonical Pathways\l Upstream Regu\ator.r;\t MNetworks \ MNetwork Explorer \l Overlapping Network.';\ !\-‘!olsacule_-.';\t Lu;ts\ My Dathway.';\t

Chart ' Overlapping \l

£
M Fold change([Ischemic] vs [Non-failing])

[©]

[+]

0 —u— & 0le[¢

Malecular

avw

Ty ROHIBEI B FE S8 Canonical Pathway ZERTHEUE T #REIIVI S 2EILBI 2 FalEn cEE
9, Canonical Pathway OE&(3d p-value NVN\EWEDEFEERBVIRERDE T,
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Chart ' Overlapping \'

=

[v]

i

PRSI RO SR G = = =
¢ Symbol |Exp. Chart Synonym(s) |Entrez Gene Name |  Identifier Exp val |Networks |Location Type(s) Biomarker A|Drug(s)
Affymetrix  |Fold Change
AKT2 {___] 2410016A19) v-akt murine 203809_s_{ +-7.396 19 Cytoplasm | kinase enzastaurin |
AWS554154, |thymoma viral
HIHGHH, oncogene homolog
PKE, 2
PKEB,
PKBBETA,
PRKEB,
Protein kina
RAC-BETA
O | AKT3* [ 1 AlIB51531, |v-akk muring 224229_s_| +-4.890 Cytoplasrm | kinase Disease Prod enzastaurin |~

[4]
=

O

SHOW # COMMON GENES ZJUyJ 9 3E4RD T (CHIB I 30 FOENTRRENET,
SHOW P-VALUES %#/)w43%& Canonical Pathway O F(C p-value &R RraN £,

£y S BERTSS Canonical Pathway D3ERES 39 FORERETEET,

TEE e
i,

Select one of the filter options to limit the number of pathways (rectangles) displayed.

Filter Networks to Display

Number of significant pathways to display (250 maximum)

Minimum number of common molecules

APPLY CANCEL
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Upstream Analysis 97"
Upstream Analysis (33EE&T —4 7D Upstream Regulator #IERU. ZORIREHZT -y MOBILEFFRIR
Z&) (5 : Fold Change) h5FRILIZEDTY,

Fold change([Ischemic] vs [Non-failing])

Summary \l Canonical Pathways * Upstream Analysls\l Diseases & Functlons\t Regulater Effects\l I“{et\.m:nrks\t Llsts\l My F‘ath\l'\rays\l !‘~'1cnle'::ules\l

Upstream Regu\ators\(:ausal Networks\
cwsroni o | mcmisricerwouc [RTREE
Upstream R... Fold Change Molecule... [¥] Predicted Ac... Activation z-... p-value ... Target ... [7] Mechani... [T]
HRAS enzyme -1.437 3.56E-08 [(FANTXR1, . ...all 74| 354 (15) -
AGT growth factor Inhibited -4.312 2.81E-07 FAGTRZ, b.. ..all 55 406 (14)
TGFB1 grawth factor Inhibited -3.415 7.72E-07 ABCG2Z, . ...all 165| 451 (13)
halefugincne chemical drug 1.95E-06 fHAKAPL2, . ..all 26|
TP53 -1.712 transcription regu...|Inhibited -2.924 2.30E-06 [FABCGZ, . ...all 141) 387 (13)
GNALZ enzyme Inhibited -3.036 3.27E-06 ARHGEF7 ...all 17
F2 peptidase Inhibited -4.450 3.40E-06 ADAMTSS ...all 39| 470 (17)
dihydrotestosteron chemical - endeg... |Inhibited -3.093 5.17E-06 ATP2A2, . ...all 65 377 (15)
dexamethasone chemical drug -0.438 5.36E-06 ABHDZ, . ...all 154) 432 (14)
HIF1A transcription regu...|Inhibited -4.882 6.59E-06 ADAMI1S, . ..all 49 311 (10)
miR-103-3p (and of mature microma  |Activated 2.783 1.49E-05 AGO1 ..l 8
SRF -4.378 transcription regu...|Inhibited -3.075 1.64E-05 [FAKAP1Z, . ..all 43] 134 (5)
FSH complex -1.099 1.66E-05 ACTR2, .. ...all 52 346 (13)
ERBB2 -18.759 kinase -1.580 2.70E-05 [FABCG2, t.. ..all 74 370 (15) =1
Selected/Total molecules : 0/ 436

7 : IPA T®D Upstream Regulator &l 23 FOFRIRICHEZSZ 2D FODET. D FOELAEEEVERA.

COFEMTIIT -y hMOFIRZED S EIEE Ingenuity Knowledge Base (CEFESNISHSX D Upstream
Regulator H"7—4"y FOFEIRZ S5 X 27220 EHRZEAL T Activation z-score ZEHF3¢ T Upstream
Regulator DREIRZENZFAILET

B Z(E7vIO— RUBBIEFORIBZENL 5 3R Upstream Regulator WM& FICSX2RIREHOAEEN L
FETUE. FRETRERANFITEET3IHBE(E. IPA (& Upstream Regulator BNEMHALENTVBETFERILETD,

-7y 00— RUISBCFORIRZEN B ERO A EMEN T BEETUE., FE ERUDFITEEURVMES(C(E IPA (&
Upstream Regulator MEMEEENTVBEFRILET

-BAEETIERV (BBFERMERMNRVMEERE) EFRIENE A

B FRIROT Y CABEENRVEEX Upstream Analysis (37 -4ty MOBI=F 2 HH T 2RI EEEDHS
Upstream Regulator Z3ERUEI N, EENEENMNIF R TEE A

Activation z-score 7LV LDEMICEEL TIE White Paper &L Z80\,

Intensity ¥ p-value BEAEIMHEDOE Measurement Value D&z FEWTERATUZBRIC(E Activation z-score (&
BHEINFEA.

Upstream Analysis OF7—J)UIC(ZA T OIBHRIATR REINET, [ 2T BECENBIINTRIAHNTEE T,

Upstream Regulator : Upstream Regulator OZINFRREINET,

Exp Fold Change R¢ : 7vJ0—-RUIzT -5t hdD Measurement Value HN&RENFET

Molecule Type : Upstream Regulator O3 FDiEEZFRRULET .

Predicted Activation State : Activation z-score 7L JUXATFBIENIz Upstream Regulator OFIfHD7S
AN FRTRENET,

-Activated : EE&Y > TILOFIINS Upstream Regulator ANEMELENTOWREFRIZNZED T,

-Inhibited : EE&Y > FILOFEIRNS Upstream Regulator MNEILESN TVSEFRIENZED T,
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-ZEH :  Upstream Regulator [CBAUTFRITERDOIED T,

Activation z-score : Activation z-score 7 TUXLATEEEINIABTY . z-score i 2 U EDBOHRETRICHE
=C Activate FBEFRISNTLED T, z-score N-2 AT OEONHRETRIICERI(C Inhibit 3 FRIINIZED T,
2 h'5-2 DREID z-score M Predicted Activation State (FZEHRICRRDET,

note : Bias £ RSN TVBIHSICET —F1y NRDA®HS1z8. z-score (& Upstream Regulator OfETHIRE
PRI LFTES(CHISEENEENZRUTVET . COBEICEHETHIRIERLL TS Fisher's Exact Test
(C&D p-value ZAHWTLIZEL,

p-value of overlap : Fisher’s Exact Test (C&>TEHEINTAETY . Upstream Regulator D FHROFT -5ty b
DBEEMZRIFRET=ICRDET . z-score LFERD. FIHIOAEIHTRUEEA.

Target molecules in dataset : Upstream Regulator O FROT—5Tvh T,

AL SBTRRSINTVSDF(E Upstream Regulator FillE &ML T 2EREZRUCDFTI,

BB TERRINTVSIDF(E Upstream Regulator FIEAREE T FEREZRUCD F T,

- REBEEFRICEARURVDFTY,

-RENET -7y hCORIRZEDA MG ZRUET .

Target molecules in dataset
+ACTLBA, +AKZ, +ASNS. | all 159

all 27Uy 9 3ETUTOISRD FO—ERNKREINTT .

. Upstream Regulator Analysis: Evidence for Effects

HRAS (z score -1 437} Overlap p-value 4.03E-08

ADD TO MY PATHWAY ADD TO MY LIST CI.IS'I'OHIZE TABLE CREATE DATASET IE‘.

|t Genes in dataset Prediction (based on e...|T Fold Change Findings
[]|205381_at LRRC17 Affected +4.026 Regulates (2) -~
[ |224694_at ANTXR1 Affected +2.900 Regulates (1)
[]|225123_at SESN3 Affected +2.642 Regulates (2)
[]]|213931_at D2 Affected 42.305 Regulates (1)
[1]|225481_at FRMD6& Affected +2.231 Regulates (1)
[1]203989_x_at F2R Activated +2.163 Upregulates (4)
[1(206542_s_at 4+2.161 Downregulates (1)
[]|201502_s_at FKBIA Inhibited +2.140 Downregulates (2)
[ [41644_at SASH1 Affected +2.131 Regulates (1)
[1]218729_at LXMN Affected +2.067 Regulates (1)
[1|1552316_a_at GIMAP1 Affected +2.034 Regulates (1)
[711202605 at GUSE Inhibited +2.003 Downregulates (1)

D : 7vJO—RUJz Data Set 10 ID h"FRRENFT
Genes in dataset : Bz FENFRREINET,
Prediction : Findings ¢FRIRE(CLHoT Upstream Regulator hEMEL. ANEMEAL. EBESNARBADNT
NICFRAENZNERUET .
Fold Change (L:EMi54) : Data Set MOFRIREH TR RINFT,
Findings : H30&RFH Upstream Regulator (CEOTRIRZTUE. #1F]. EESNAREAOVITNORREH
BENTVWAINERLE T, FEIRNDE T2y d 5L Finding ZHEERTEE I,
z-score : Prediction &ML, ANEEVT AR TV ERUIAB T IEDBIEEEHLAIC. BOMEEFA
SEALRICR O TVWBIEZIRULET . 2 LI EDBONRETHICERICEH LN D EFRIESNZED T, z-score
H-2 LT Ob0ONEt BRI EH EEN 3L FRENZEDTY,
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Mechanistic Network : Upstream Regulator @i CHlfHlZ232(324thd Upstream Regulator Z#E%RUE
9, FUBISHI % Z T BB FDIRER. hoZADEMET Upstream Regulator #&RUET , YU BETUUTD
&£3(Z Upstream Regulator Oy hJ—IQWFKRENET,

My Pathways

£l New My Pathw...\
[B] #@] Edit: (A x| 5 [ (1) (o) (o OB o) ) View: 3] EY4E) 5] B Zoom: Q) Export: s

: @ Prediction Legend

more extreme less
@@@ &  Upregulated

@ Downrequlated (7
mare confidence less
@ Predicted activation
@ Predicted inhibition {3

Predicted Relationships
—— Leads to activation
—— Leads to inhibiticn
Findings inconsistent
with state of downstream
molecule
= Effect not predicted

0 —e—=1¢ [l

- The entries in the table show how a target (row) supports the prediction of a regulater (column) in the network above.
WORK

Selecting regulators in the network filters the table.

[1|; Target |Fold Change|Molecule ... | TPS3 SRC WT1 NR3C1 ERBB2 MYC PGR AR [7] festrogenr.
1| ABCGZ +2.169 transporter Affected Affected |*|
1 _ D
Selected/Total targets: 0/332

i More Info

Upstream Regulator @&l z-score ((BEDWVWTWE T, HHE/ERADE(E MAP (Molecule Activity
Predictor) #gEICEDL\TVET,

TEBIC(E Upstream Regulator (C&oTHIfEHIEN 23 FO—ENFRREN. FFED Upstream Regulator
ZWWIS L. TDTFRODFOHNFRREINET , EIRDFIvIRYIRICFIvI% AN, Add to Network
7273 B ETERUED FHRY NI - I(CFRRENET
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_ Uy 93BET. Mechanistic Network DS TEAXZEE CEET,

Calculate Mechanistic Networks

=)

Create a set of networks based on the regulators found in this analysis.

Input - which regulators to include

Cutoff for p-value of overlap: |0.01 ge 5.18E-17 to 6.19E-04

_iJ More Info

Cutoff for activation z-score:

Depth vs. Breadth of the network generated

Max Breadth .ot
I 1 1 I 1 1 1 1 I I I

Depth (# of steps between regulators) = 2

Max Depth
p

-ramge-O-t6Sto 8 I (FhCoMtE vare)

Breadth (# of downstream regulators) = 5

Iationchi

p-value cutoff:

Include interactions between regulators

Filter out weaker between regul

@ Both () Only Direct () Only Indirect

Include relationship types between regulators

[] Select all =
activation
causation
[] chemical-chemical interactions
i chemical-protein interactions
correlation
[ expression
i-[vl inhibition

RESTORE DEFAULTS

s based on their overlapping targets

CANCEL

Upstream Regulators \ Causal Net\.'.rorks\l

ADD TO MY PATHWAY || ADD TO MY LIST || DISPLAY AS NETWORK || CUSTOMIZE TAELE m

Upstream R... Fold Change Molecule... 7] Predicted Ac... Activation z-...
HRAS enzyme -1.437

AGT growth factor Inhibited -4.312

TGFB1 growth factor Inhibited -3.415
halofuginone chemical drug

TP53 -1.712 transcription regu...|Inhibited -2.924

GMNA1Z enzyme Inhibited -3.036

F2 peptidase Inhibited -4.400
dihydrotestosteron chemical - endog... [Inhibited -3.093

Upstream Regulator ®172Uv7. Fizl& Ctrl + Uy T:EIRL.

_ . _ =) FBETHEER%Z My Pathway. List (CFZEBINTEETY,
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Upstream Regulator ®47&2Uv). Fiz(& Ctrl + Uy TEIRL 2 FBIET. LT DL

572 Upstream Regulator ZHLEUTRY ND—IWFRRENE T . Upstream Regulator DE&(d z-score [CEDE,
BLTFOBET-FyhOFRIRECEIVTVET . HE/ERADOE(L MAP (Molecule Activity Predictor) B&EE(C
EOWVWTWEY,

Bl New My Pathw...\l

B %3] Edit: |7 FREEIEREIRERE] ) (i) View: $El =] F zoom: [ Export: &y}
: 6 — A Prediction Legend
@ {9 K (e ext L
|°| 0|°| |QGA}=1 JRY NOosa more extreme ess
© dsp K f 4/ pikace ®  vpregulted O
— \/ \ I / N - @ Downregulated ¢
F2R (| / // PIK3R1
, v more confidence less

| ____ E FI / /0" e N @ Predicted activation ¢

B E\Z_R)"\ V17 7 ’@_(";l @ Predicted inhibition {73
s 7 -
I I > ~ "'l ;' j! /s 4 P - B Predicted Relationships
DR, ~ /s {0SH |—— Leads to activation
DORY S / - 081 |— Lea
) -‘-"‘“-._‘__ \\ ”f ////// - " |— Leads to inhibition
~ N ‘{// : —_— - Findings inconsistent
> ~ - — .
ARHGH —_—— Rt foe ek GEAS CALY- So with state of downstream
Q-"E* _ - _mc‘,—" molecule
=T AT, T~ | Effect not predicted
et L s //N\\‘\ T
\NEI{\’ ,/ // V4 / i \\ \\\ "#‘,\CLL
. /// // // / i\ ‘\\ \_\\
N e ~ -—
FEhOAT Raye ," I\ \\ AN Vecra
vV ' /] I N
—Y / / | | \ '
EIF2C3 / | \ WASL
o / | \ 3—
EIf2C2 J 1 ~  <BACE1
ElF2G1 CRKL CRK6
rS 4

- -
|&/Ju\y0%¢t\ E(CEREINBZNSLNRETEET,

Customize Table >

Select columniz) ta be dizplaved in table

S Bias Term (&7 -5ty bORDZRIFET. Bias-corrcted z-score (&/\1 7 ZH1E
S e Romter haniz z-score TIH. IFE IPA Tl Activation z-score MMHRERENTWB1z6H,
pie FIAN N CEFFRREBOTVET, M

%l:t%‘:{;i%%z?nsr:te http://qiagen.force.com/KnowledgeBase/KnowledgelPAPage?id=kA1D0000000PIgJKAW

G Trn SRR,

p-value of overlap
[] B-H cotrected p-value
Tareet molecules in dataset

4 Hechanstic Netwerk B-H corrected p-value (CF1vJ 93¢ T Benjamini-Hochberg (B-H) %E&
REMIESNT p (2RI DENTEET IRELECKDIBNINT 2485 4%/ 1E
UIABTY . 7 IARTIEIERREBOTVE T,

] I
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http://qiagen.force.com/KnowledgeBase/KnowledgeIPAPage?id=kA1D0000000PIqJKAW

Diseases & Functions 97
Diseases & Functions #J (31— —h"7vIO— RURUZ R Ingenuity MMRE(CHEERUEAY MOS—EOREMEZ R
RUFT, Diseases & Functions #7(3&5(C 2 FEERICHO NN TVET,

Diseases and Bio Functions 47 : #BOEYFNA> MO -TT,

Tox Function #7 : St BOEHA> SIS -TY,

VExpfessum Analysis — FC ([Ischemic] vs [Normall) :
Summary | Canonical Pathways | Upstream Analysis ' Diseases & Functions \\ Regulator Effects ', Networks | Lists | My Pathways | Molecules | Analysis Match |

Diseases and Bio Functions | , Tox Functions

> : Size by |-log (p-value) w| Golor by Decreasing <-5.197 I 0@ 9.27¢ Increasing Highlight \E
Click squares below to explare . Currently Viewing:

Organismal Injury and Abnormalit...
S — —

Cancer Cardlovascular Skeletal and Mus Cell Desth ... Cellular ... Card
amamin —

—
mes,
[ rn
CnEmEmE 1

Embryonlc Developmen... Celll
...l.lll" Gastroi niestmal

-
= Tssue_l)evelop- -.... -- i.! .I-.... .I
=0l Jamun 10
. -.l .--‘I'lssutMo Hema
celluizr 0. I i

KD Level 1 OARYIRT. AERH

-
Drganlsmal Develupmed Level 3 @,‘k\ygz—cg_ I --Ill-==
Skeletal and Mus = T i [

.l T Conﬁealv
||- L aml llll- = —
.. R R

| L] [ ll— .-Ill ™ [ llIIl ==
. 4

(400 70 vy PATHWAY | 400 10 v UsT | wsTAmion [ oisPLAY 45 ETwORK [ ovsomze 1sexe [SLAPY p-Valus 1 296-16 - 36006 _Go1
There are 362 unique molecules selected

Categories Diseases or Functi. T |, p-Value %/ | Predicted Activatio.. X | Activation z—score % | Molecules T x| # Male
Cellular Movement Cell movement 4 20E-18 Decreased I-5.840 ~ABHD2%¥, « ___all 362 |352
Cell Death and Survival | Cell death 3.58E-17 Increased 4431 FALGALT. T all 505 (505
Cardiovascular System .. | Morphology of cardiovasqb 49E-16 +AGACB*, + . all 158 (158

774V NT(F Downstream Effects Analysis OfEERNt— MY T TRRSINET .
Downstream Effects Analysis ($E#HTLTLST -5ty hOFIRZ{L (5l : Fold Change) OAMBNSEYIFR
HBEBETIREN ., TLESNZIMIEIEN 2N 2 FAILIZEDTY,
COFRMICIT -y hOFIRZS) (5l : Fold Change) ®75MEE Ingenuity Knowledge Base (CEI&ESNI5R
HSROAEYFHIMEE(C S X 25 MM DEIRZ(EAL T Activation z-score ZEHU. AEIM4EFRILED .
PBIZPECTFOFRIRZEL B EROF RN LR ETTHE. FE T RN TERI2IEEE. IPA ([FZOHEEEN
TLHEENZEFRILET

-FIRZBEREROA AN FEFETUE. FeE EFLHIH TESEUAWMGSE(E, IPA (FHEEENMIFIENZEFAIL
95

-BRRET(ERV (BARERMERNRVEERE) EFRlNFE A
Activation z-score : EEFRINTTE. IMHIVTNIAROTLVBINZRUIAETY . IEOBE(ETTERC. BDMEINH
AR TVBZEZRUET . 2 A EDEDHYE unf%E’J(Lﬁ RACTUEENDEFREINIZBN T, z-score Nf-2 LT D6
ONFETENICERCIHIENZEFRIENLZBOTY, 77y NMARDH'®H2IZE(C Notes f#(Cl bias ¢ FRRmENE
9, COBECIFETF I RIEIZEL T Fisher’s Exact Test (C&3 p-value ZFBWTIZEL,
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Downstream Effects Analysis (C(& Activation z-score ZILIVALHREVLSNTVWETD,
Activation z-score 7L VX LOFHMICEIL TIE White Paper ZZ &< Za 0,

RYIADE : TIAI KT z-score (CEDBDIFENTVET , AL TEN z-score NMNEDEZRL. TOMEENTTE
ENBEFRENZEDTY , z-score H 2 LU EDOEDONRETZNCERICTUESNDE FRISNIZEDTY . BEN z-
score NEID(EZRL. ZOMBEMIFIZNZEFRENZEDTY . z-score H'-2 LU FOEOMRETF R (BRI
SNBEFRIENIEDTY , BOEXIE z-score DAZTE(CLDE T, Dataset (C p-value REDFEIRDA ML RS
L) Measurement Value O#%IHINILTVBIHE(E z-score NEHTERUVESH. -log(p-value) (Lo TEDIFE
N. -log(p-value) ’REVEDFERVERBTERREINET,

RYIZADYAL X . TIAIRT(E-log(p-value) DARZFE(CL>TRYIZADAKEESHRESINTVET , RVIZNKEZVVE
p-value MEWCEERUE T, p-value (& Fisher’s Exact test (CEDEHEINEED T, /NaWFET—AyheDFTTY
—MBRATIIRBERICBHELTWAEWSBZRUET . 8% p-value 1 0.05 AT (-log i 1.3 U L) DbOHER
ThdEHrENE T,

HFIV—-OAIE : EARNICE p-value DIEVATIU-MSERICRRENES N, L1479 NOBEGR L RRZEECRD
BEbHNET,

Size by [Flog (p-value) -

~log (p-value)

tk sguares - log{B-H p—value}
org# of genes

RYIZADHA R EEDL DB TERT BNEIRLET
Color by lz—sc:ore—v|
Viewine: :;;EE—BH p—valug)
-log {p-value)
EEE [#of eenes IWIRDBZEDIIREAETRRIINEERLET,

Decreasing <-2.550 m 2.694 Increasing mwbxwéwllﬁéﬁfiﬁﬁbi?o

Highlight: |z-score == 2 :l
None

Z-score >= 2
Z-score <= -2

rigenesis of

Top 5 Z-score
Bottom 5 z-score

Top 3 prvalue FEEUIABEDRYIAN) A 54 hRRENE T

SHOW LABE

= %9y g3ET. Lavel 3 DRYIX FEBICHEE R TR RENET .

call desth

cel death
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E—bYTORYIRGRD 3 ERPEDFEEBIEENSRDIIH>TVET .
ELANIOEEERSE (5 : cancer) TIUAWKRROD LECRRESNTVDRFIRTI,
FFEALAILOKEEREETI (5l : growth) .
M banrzieaepsEcd (61 . growth of tumor) .

Level 1 -
Level 2 -
Level 3 -

OB TIVIUWI S RZET, Level 2. Level 3AEX—©(>DTEFT,

Currently Viewing: I

Size by: |-log (p-value) | Color by: Decreasing <-6.991 —E! 5.042 Increasing Highlight: b

Click squares below to explore

cell death

apoptosis

F(& Level 2 (LX=LAIUIZEDTY . RYIRDFA MU Level 2 BEEDZIRTT .

All i By d 26T EABSBORRICRDES,

B(CX—LIPUTUKILT Level 3 BEBODFETRIREDIBERIFRRENFT .

De

Effects

for Effects

| cell death predicted to be increased (z-score 3.676). Overlap p-value 1.06E-15

| 253 of 479 genes have expression direction consistent with increased in cell death.

ADD TO My PATHWAY (| ADD To My L15T |[| cusTomizE TaBLE || crEATE DATASET (IIS™

g2 B

Prediction (bas... Incressed - Increased (p1 of 10) | (=] @ 4 More Info

| Genes in dataset Prediction (based on expres..]Exp Fold Change Findings.
[1[218302_at PSENE -3.602 Decreases (2) -
[ |214618_at -2.629 Decreases (286)
[]|222634_s_at -2.108 Decreases (1)
[ [215706_x_at -2.119 Decreases (1)
[]|203004_s_at MEF2D -4.946 Decreases (7)
[ |213606_s_at -112.433 Decreases (7)
[ |201830_s_at +2.483 Increases (1)
[ |209886_s_at -7.924 Decreases (4)
[ [1555668_a_at -2.604 Decreases (60)
[ |210282_at -3.648 Decreases (7)
[ |221745_at -2.338 Decreases (1)
[ |205805_s_at -2.085 Decreases (1)
[ |219373_at +2.033 Increases (1)
|| 1 |208808_s_at 12,447 Increases (3)
[ [210836_x_at -4.736 Decreases (7)
[]|224035_s_at -3.405 Decreases (12)
=1 16 Mo 00000 s A o id
Selected/Total rows : 0/479

ID : 7vJSO—RUJz Data Set H0 ID H'TRReENF T,
Genes in dataset : Bz FE&NEKRINET,

Prediction : Findings ERIRE(CIOTHERENTTHE. . EESNREADVINICFRIEN AN ERUET .
: Data Set FOFERENFTKREINET,
Findings : H3S{nFHEEECRIL TTUE. HIHl. ESSNTBROVSNOAIRIMESN TV HERULET .

Fold Change (L:EDIFE)

EMROEF%)' )% Findings ZHEER TEET

z-score : Prediction H'7TE. HIHEIVTNICIRO TV HVERUITABE CIEDBETTERNC, BB HIHIRIC
RO TWBCEZRUET . 2 L EDEDONRETENICBRITUESNZEFRIENZBDTY , z-score H-2 LU

ToOEONETFRCBERIIHINZEFRENEDTT .
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Wm Effects Anal
cell death gdredicted to b

212 of 415 genes have e

(O

4> RUA D Diseases or Functions &%/Uw/932ET. Disease or Function View i&RReNE
ER

@ . . .
)I PA Interactive pathray analysis Disease or Function View

of complex ‘omics data

Provide Feedback | Live Support w

Disease or Function: cell death
Synonyms: G0:0008213,death,necrosis,accidental cell death, G0:0016265

Molecules:  (+)-catechin, (+)-MK-801, (+)3,10-epoxy-12Z-octadecenoic acid, (-)-arctigenin, (-)-epigallocatechin, (-)-gossypol, (-)-trans-
show all 7,3-dihydroxy-7,8-dihydrobenzo(a)pyrene, (-)4,5-dicaffeoyl quinic acid, (6]-gingeral, (E)-2,3',4,5"tetramethoxystilbene, (E)-3-(4-

fluaro-phenyl)-N-[4-(1-hydroxy-5-methyl-6-nitro-1H-benzoimidazol-2-yl)-phenyl]-acrylamide, (E)-3-(4-fluoro-phenyl)-N-[4-(1-
hydroxy-6-nitro- 1H-benzoimidazel-2-yl)-phenyl]-acrylamide, (E)-N-[4-(1-hydraxy-6-nitra-1H-benzaimidazol-2-yl)-phenyl]-3-(4-
methoxy-phenyl)-acrylamide, (R)-flurbiprafen, (R,S)-1-amineindan-1,5-dicarbexylic acid, (5)-mevalonic acid, (+)-2-hydroxyaleic
acid, 1-acetoxychavicel acetate, 1,1-diethyl-2-hydroxy-2-nitresohydrazine, 1,10-phenanthreling, 1,2-dimethylhydrazine,
1,2-dipalmitoyl-sn-glycero-3-phesphate, 1,2-dithiel-3-thione, 1,4-bis[2-(3,5-dichloropyridylexy)Jbenzene,
1,4-phenylenebis(methylene)selenocyanate, 1,7-diamino-4 1,7-dimethylxanthine, 1-4-naphthoquinene, 1-alpha,
25-dihydroxy vitamin D3, 1-aminocyclopropane-1-carboxylic acid, 1-butanol, 1-chloro-2,4-dinitrobenzene, 1-methyl-4-phenyl-1,2,3,6-
tetrahydropyridine, 1-methyl-a-phenylpyridinium, 1-methylpropyl-2-imidazalyl disulfide, 1-naphthylacetylspermine,
1-naphthyliscthiocyanate, L-octanol, 10-(6'-ubiquinonyl)decyltriphenylphosphonium, 10-decarbamaylmitomycin C, 11,12-
epoxyeicosatrienoic acid, 12(5)-HPETE, 12(5)-hydroxyeicosatetraenoic acid, 12-HPETE, 12-hydroxyeicosatetraenoic acid, 13-cis-
retinoic acid, 13-hydroxyoctadecadienoic acid, 14,15-epoxyeicosatrienoic acid, 15(5)-HETE, 15-deoxy-delta-12,14 -PG] 2,
15-hydroxyeicosatetraenoic acid

Functien ids: G0:0008219, GO:0016265

Back to top >>

=
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SRS 5 a5~ F v N ERCTIDE DS,

Expression #nalysis — FC ([Ischemic] vs [Normall)
Summary | Canonical Pathways '\ Upstream Analysis \\ Reeulator Effects | Networks | Lists | My Pathways |, Molecules | Analysis Match |

Diseases and Bio Functions | Tox Functions |

‘ View as: () Horizontal @ Vertical é\ @3 @iﬂ- |

‘e

[ stow reaTse | AMore Ir

W FC ([Ischemic] vs [Mormal])
175
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- 125

10.0

75

5.0

25

-log(p-value

Cellular Movement
©Organ Development
Tissue Development
Organismal Survival
©Organ Morphology

Cancer

Abnormalities

Cell Morphology
Hereditary Disorder
Organization

Il Death and Survival
lopment and Function
biyonic Development

janismal Development
and Muscular System
pment and Function
ardiovascular Disease
rganismal Injury and

Cellular Development
owth and Proliferation
nd Muscular Disorders
evelopmental Disorder

ellular Assembly and

-
@l

diovascular System

-

ADD TO MY PATHWAY | ADD TO My LIST || A990T ATION || DISPLAY 45 KETWORK | cusTOMZE TABLE [SLMIy p-Value |429E-18 - 366E-08 (pl of 5) | [ [E

There are 362 unique molecules selected

Categories Diseases or Functi.. T/, p-Value x!| Predicted Activatio.. /| Activation z-score %/ | Molecules T X | # Molecules X
Cellular Movement Cell movement 4.99E-18 Decreased -5.840 ~ABHD2%, - ___all 362 [362
Cell Death and Survival | Cell death 358E-17 IIncreased 4431 +ALGALT, ... _all 505 |508
Cardiovascular System . | Morphology of cardiovas(b 49E- 16 +ACGACB*, +___all 158 |158

94> ROARO_EAICFI-HF—-DUZMA> MOS —% Fisher’'s Exact test THRTEUIE p-value O-log BHN/—Fv—k
TRREINET ., CON-Fr—NII-H-0F —FtyheA> MOS - L OREEMSHZRL THD. N\—Fr— MNDEVEEENT
JU—-(ZEREMENSVEVWZET AL DEDIAU(ETIAILRTIE Significance=-1og(0.05)D31> T, FRICIE
A>h1>—-0—EN Significance DIEE. ZDA> MO (LB I 2ELFEERICTRREINET,

e, |2 R59JF32ET Heat Map & Bar Chart ZEIRFCRRIBENTEET,

Summary" qunns\ Canenical Pathways | Upstream Analysis | Networks | Molecules | Lists | My Pathways |

[Bo Funciiond| Tox Functions |
T | v =~ S FE © Horeontl I: e by: [-og (p-vae) <] Color by: [None E

ick squares below to explore  Currently Viewing:

W Fold change([1schemic] vs [Idiopathic]) Moests aisaM[cei
[ ]

Table view | Tree view |

oo | —— ] = » prvaue TR TTECT (1o 1) gl

[ category [Functions Annotation |, p-Valud Predicted 4 Activation JNotes | Molecules # Molecule]

[ organisma| organismal death | 5.456-20 [Inereased [13.757 | bias A4GALT, +ABR, +ADAMIS, +ADDL, +ADRBKL, ... all 262 262

[ Cell Death| cell death 4.08E-16 |Increased (3596 A4GALT, +ADAM15, +ADRBK1, +AGGF1, +AGPAT2* dll 316 316

[ cell Death| apoptosis 6.066-15 [Increased (3,600 A4GALT, +ADAM1S, +ADRBK1, +AGGF1, +AGPAT2* all 263 263

[]| Cell Death| necrosis 6.26E-15 (Increased |2.421 AAGALT, +ADAM15, +ADRBK1, +AGGF1, +AGPAT2* all 250/ 250

]| Cardiovasq morphalogy of cardioy 9.11E-15 ACACB*, +ADAMLS, +ADD1*, LADRBK1, +AGTR2, I.. all 04 g4
Cardiovasd morpholoay of heart | 3.996-14 ACACB*, + ADAM1S, +ADRBK1, +AGTR2, +AKT3*, I.. all 60 60
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Customize Chart
B A _E® Customize Chart RY>H'5. Bar Chart BIEZHAINA X I DENTEET,

w» Customize Chart X
r Select Categories to Display

Diseases and Disorders
Molecular and Cellular Functions / ?Eﬁ?@’éj]?j U_%ﬁﬂ—\lbig—o

Physiological System Development and Function

rSelect High Level Functions to Display

Select All H

Amino Acid Metabolism

Behavior _ N .

Cancer N 43—57-]_\3_5j37j IJ_%:&E}R[J i@Lo

Carbohydrate Metabolism

Cardiovascular Disease

Cardiovascular System Development and Function

) cell cycle = Fr93h7IU—%-log(p-value) DIETRTE
AP = TEEY,

Display only entities that have
a score [-leg(p-value)] greater than: |:| (between 3.17 and 18.11)

rSelect Graph Styl

Show Legend - _ Legend OB Threshold OFR/IEFRRE
Show Threshold Threshold Value 'ﬂE%EQEg_é:tb\_@%gsg_o

il Select Sort Order
 Alphabetical

(@ Observation or Timepad Id change([Ischemic] vs [N... w |

rSelect Scoring Method

Hh7IV-0FFRIEZ. 7L TPy MEMEIRUZ
&40 significance IBICEETEET,

Fisher's Exact Test p-value v”

—|Fisher's Exact Test p-value
B-H Multiple Testing Correctloﬁ-w.h.je\

p-value ZB T2 A EZIEELF T,
Fisher’s Exact Test p-value ¢ ZEARTERLE
Z17o1z B-H Multiple Testing Correction p-
value ZEARFEY,

Fisher’s Exact Test p-value (d1—H—0D73FURRE IPA TV )T—232h %30 FICDWT. & IPA OHFTU—-(TE
AC—ET BHEZR% p-value TRRLTWET . B-H Multiple Testing Correction p-value (& Fisher’s Exact
Test [ Benjamini Hochberg OFE(CLDZBARTFEMIEZITVE T . CNICL O THRTELCIZCLDIENNT 2B 47
BITENTEFT (ZPRENELRDEY) .
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4> RO T HBEFLATOLIIC Table view H&RRENF T

Table view
[] | Categories Diseases or Functions Annotation p-Valug Predicted A Activation 3 Notes Molecules # Molecul
[1| Embryonic Development, Organ Development,| development of muscle 2.53E-12 -1.709 [tALDH1A2, +APC, + ARF6, + ARID1A, +... all 79 79 E
[1| cell Death and Survival cell death 2.93E-12 (Increased (3.341 AAGALT, +ABCG2, +ADAM15, +ADC... all 443 443
[1| cell Death and Survival apoptosis 2.68E-11 [Increased |3.886 A4GALT, +ABCG2, +ADAM15, +ADC... all 357 357
[1| Cardiovascular System Development and Fund cardicgenesis 2.80E-11 [Decreased (-2.143 bias ADRA1A, +ADRBK1, +ALDH1A2, +AR... all 72| 72
[1| organ Merphology, Skeletal and Muscular Syst{ abnermal morphelogy of muscle 8.86E-11 ADRBK1, +AGTR2, +ALDH1A2, +ANK... all 66 66
[1| cardiovascular System Development and Fund morphology of cardiovascular system | 1.10E-10 1.633 bias ACACB*, +ADAM15, +ADD1*, +ADR... all 120 120
[1] cellular Development, Embryenic Developmen| development of muscle cells 1.18E-10 -1.799 bias APC, +ARID1A, +CALR, +CXADR, +DE... all 42 42
[1| Organismal Survival organismal death 1.68E-10 [Increased [11.712 bias AA4GALT, +ABHD5, +ABR, +ADAM15, . all 328 328
[1| cell Death and Survival necrosis 2.16E-10 (Increased (2.070 A4GALT, +ABCG2, +ADAM1S5, +ADR... all 347 347
[1] Organ Morphology, Skeletal and Muscular Syst| morphology of muscle 2.59E-10 ADRBK1, tAGTR2, +ALDH1A2, +ANK... all 68 68
[[1| cardiovascular System Development and Fund abnermal morphelogy of cardiovasculg 3.158-10 ACACB*, +ADAM15, +ADD1*, +ADR... all 111] 111
[[1| Skeletal and Muscular Disorders myopathy 3.24E-10 [Increased (2.797 ADRALA, +AGTRAP, +AHNAK, +AKT2, . all 88 88
[1| cancer growth of tumor 4.08E-10 -1.096 [tABCG2, +ADAM15, +ADRBK1, +AGTR2 all 124 124
[1| cancer abdominal neoplasm 6.60E-10 0.892 ABCA9, + ABCD3, +ABCG2, + ABHD2*, . all 759 759
[[1] Organismal Development abnoermal morphology of thoracic cavif| 7.03E-10 ACACB*, +ADAM15, +ADRBK1, +AFF... all 106 106 |

Level 3 #73Y— (Diseases or Functions Annotation) ® p-value MEVIBEICERRESNFT . Categories (C(E
20 Diseases or Functions Annotation N'FiE9 % Level 1 h7JU-HFRRENF T, BEIE _EHEBON-Fr— bz
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Customize Table X

Select columnis) to be displayed in table.

[=] Select/Deszlect all

[ Function

p-value
[ B-H p-value
Predicted Activation State

Bias-corrcted z-score (F/\4 7 AHIENENIZ z-score TI N IRTE IPA TF
Activation z-score HMRFIENTWSIZ8, TIA NTEIERREBOTVET . 55l
(&
http://qiagen.force.com/KnowledgeBase/KnowledgelPAPage?id=kA1D0000000PIgJKAW

fctivation z-score

[ Flaes

[ Bias-corrected z-score
Molecules

# Malecules

==

SRSV,
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B-H p-value ((F1vJ932ET Benjamini-Hochberg (B-H) ZEA&TEMIES
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&Iz ADD TO MY PATHWAY NIV Z&EIRT 3, - Fafy hNI—JIOENMT2IENTEFT . ADD TO MY LIST W5
STYRNERR T BEN TEET

B\ T1 "RRENTLVS Diseases or Functions &2%7Uw/J 93 ET. TDEE - HEEEICRIT 25 R EDFEMIE

Heree

BOFERNFRENET

is Evidy for Effects

Development of vasculature predicted to be decreased (z-score -4.077). Overlap p-value 6.65E-12

83 of 187 genes have measurement direction consistent with decrease in Development of vasculature.

Expr Fold Chang..| 29694 - -2.115 {plofd) ~

omze o | - o A
X

D Genes in dataset Prediction (based on measurement directio.. X/| — Expr Fold Change X! | Findings
220484 5 at CHOL14 +20694 Decreases, (3)
209035_at MDK +8466 Increases, (4)
221568 5_at LEF1 +7.185 Affects, (5)
207294 at AGTR2 +6557 Ihcreases, (9)
223235 s at S 2 +5539 Increases, (5)
211737 x_at +5335 Increases, (11)
229554 at 4544 Affects, (1)

YRR HEBERI T )T —23> DOt B TWBIBIREHEER I B(C(E. D1 RUAE OB (54 MRREN TS Diseases or
Functions &%&7Uy- L TIZaW (4 : differentiation of bone cell lines) .

Findings: differentiation of bone cell lines

Review the information that supports the gene-to-function relationship. Click the plus icon to view the reference information.

PlainText | | EEEEAIGEHLGEREE

Findings 1 tc

A protein chimera composed of & protein fragment from human AMLL [RUNX1] protein and of a protein fragment from human ETO
[RUNX1T1] protein decreases differentiation of 32Dcl3 that is increased by human GCSF [CSF3] protein.

10435586 Kohzaki H, Ito K, Huang G, Wee H1, Murakami ¥, Ito ¥, Block of granulocytic differentiation of 320cl3 cells by
AMLI/ETO(MTGE) but not by highly expressed Bol-2, Oncogene 1999 Jul 15;18(28):4055-62,

Source: Ingenuity Expert Findings

CSF1 protein is necessary for differentiation of 32dcl3 cells to monocytes/macrophages that is increased by p19INK4d
[CDKMNZD] protein.

10498863 Foussel MF. The INK4 family of cell cycle inhibitors in cancer. ©ncogens 1999 Sep 20;16(38):5311-7.

Source: Ingenuity Expert Findings

75 kd FMIP protein increases differentiation of FDC-P1Macll cells to granulocytes that is increased by MCSF [CSF1] protein.

10597251 Tarmura T, Mancini A4, Joos H, Kach &, Hakim C, Duranski 1, Weidner KM, Miermann H. FMIP, a novel Frns-interacting
protein, affects granulocyte/macrophage differentiation. Oncogene 1999 Nov 11;16(47):6488-95,

Source: Ingenuity Expert Findings

IRS1 protein decreases differentiation of 32D cells that is increased by IGF1R protein,

10846175 Walentinis B, Mavarra M, Zanocco-Marani T, Edmonds P, McCormick 1, Morrione &, Sacchi &4, Romano G, Reiss k,
Baserga R, Insulin receptor substrate-1, p7056K, and cell size in transformation and differentiation of hermopoietic
cells, 1 Biol Cherm 2000 Aug 18;275(33):25451-9,

Source: Ingenuity Expert Findings
PLZF [ZFP145] protein decreases differentiation of 32Dcl3 that is increased by GM CSF [CSF2] protein,

9710657 Shaknavich R, Yeyati PL, Ivins 5, Melnick A, Lempert C, Waxman 5, Zelent &, Licht JO. The promyelocytic leukemia
zinc finger protein affects myeloid cell grawth, differentiation, and apoptasis. Mal Cell Bial 1998 Sep 1;16(9):5533-45.

Source: Ingenuity Expert Findings

P19INK4d [CDKNZ2D] protein is necessary but not sufficient for differentiation of 32dcl3 cells to monocytes/macrophages.
10498563 Roussel MF. The IMNkd family of cell cycle inhibitars in cancer. Oncogene 1999 Sep 20;15(38):5311-7.

Zource: Ingenuity Expert Findings

COEHETIHIBRDITER IR PubMed 7 ARSI MDY )% MR TEET,
AN BDERICRIREN TS PubMed ID 29UvI93ET. TNENDFRX DT I AN Net#ER I 2ENTEET
Export References #7UvJ9 %L, EndNote. BibTeX, TFARIA—YY R CimXUA M I BIEETY .
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Regulator Effects 97
EERT —4_EiR®D Upstream Regulator NEERT - D3 F2 MU THEEERIRBL DIERIBEICEDL SR EZS
AW EFRIUIEREZRRUET,

Fold change([Ischemic] vs [Men-failing])

Summary \l Canonical F’athways\l Upstream Analw;l:;\l Diseases & Functions ' Regulator Effects \l Networks\l L|5ts\\ My F‘athways\l Molecules\\

00 10 AT | 200 o =7 R >
o] T Co.. Mode T... Requla... Re... [7] Target ... Tar... Diseas... Dis... 7] Known ...
1 24.191 67 12 GA... ...all 1240 AGO2 ...all 4015 angi... ...all 15(27% (49/180)
2 23.608 63 7 ARNT, . ..all 742 AD... ... all 4214 apop... ...all 1427% (26/98)
3 20.076 35 5 mir-10 ...all 521 AGOZ ...all 219 angio... ...all 9{56% (25/45)
4 18.169 56 8 ARNT, . ..all 838 ADu. all 3g/10 apop... ..all 10121% (17/80)
5 16.310 69 El ARNT, . ..all 948 AD... ... all 4812 abno... ...all 1222% (24/108)
6 15.963 72 13 AGT, . ...all 1351 ARFS ...all 51i8 forma... ...all 821% (22/104)
7 14.849 72 12 ...l 12|50 AD... ... all 50110 apoep... ...all 1026% (31/120)
8 14.350 59 gl .. ..ol gf42 ADD1 ...all 42i8 abnor... ...all 850% (36/72)
9 14.087 34 4 mir-10 ...all 420 AGOZ2 ...all 20(10 @pop... ...all 10148% (19/40)
10 13.060 78 7 ANGPTZ2 ...all 7|61 ARF6 ...all 61(10 cell ...all 1026% (18/70)
11 12.836 64 11 AGT, . ..all 11)47 +AK... ... all 476 ferma... ...all §30% (20/66)
12 11.672 47 6 MAPZ... ...all 837 AGOZ ...all 374 cell vi .all 433% (8/24)
13 11.659 92 14 CTGF ...all 1465 ADD1 ...all 6513 abno... ...all 1324% (44/182)
14 11.353 59 7 CTGE, . ...all 7|46 ARF6 ...all 466 cell vi... ...all 645% (19/42)
15 10.873 31 4 ARNT, . ..all 422 BC... ... all 225 differ... ...all 5(30% (6/20)
16 10.851 65 8 CTGF, . ..all 853 ADDI ...all 534 cell vi... ..all 441% (13/32)
17 10.633 45 7 miR-1... ..all 7|34 ATM ..all 344 abnor... ...all 40% (0/28)

18 10.522 57 6 CTGR, . ...all 643 ADD1 ...all 43i8 cell vii.. ...all 854% (26/48)

19 9.922 44 ) CTNMNEL ...all 533 ARF6 ...all 336 cell m... ...all §27% (8/30)

20 9.597 111 12 AET, . ...all 12)86 [+AG... ... all 8613 cong... ...all 1321% (32/156)

21 18.875 78 7 ERK1/2 ..all 7|64 +AB... ... all 647 cell m... ...all 737% (18/49)

22 8.315 30 3 ERK1/2 ..all 3|22 AL all 225 degen... ..all 533% (5/15) [+]

0/47

Regulator Effects T(d Upstream analysis & Downstream Effect Analysis Z T OEIDLSCAWVET,
Regulator Effects xRy NI—IDERKTTEDEIE

BFO&SC EFRASRF FRDT -ty T -9y N ROKE /MEEDILEI D% FESU Regulator Effects %
yRD—D%ZERRUET

Upstream Regulator Analysis

FITVZLCEDIES
r @0 | > sy honF -

s

~ Diseaseor &l 1 o
Function lists

Downstream Effects Analysis
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#8350 Regulator Effects xyhJ—I%5E&0FT,

Upstream Regulator Analysis
Regulator Effects

FIWTVZAICEDEES
T Next

iteration

N b 7= AN
SBlchaE Displays relationship
_— S between the regulators as
iterations well as regulators and

functions if they exist

HiBI BT -y NS4, Fisher's Exact Test p-value 11 0.05 I FDIZE(IC. BEORYNI-I%HEELET, —
BMHORVRIEZIRT Lo ERAGR T IREB/MEEET -y MDD z-score (LEZAYRAT (FIAILNTIEHE
SHEN 2 U E) BEAEINTVED,

TNENORYRNI=HZE(C, ERAEHRF — T-9tvbh — EE/HMEO—BEM%2RIEELT Consistency
Score HEt&EN% 9, Consistency Score (FUEFMBEL TOERFEREINFB A,

Pc- We+ Pi- Wi+ Pn-Wn
(S)Ws

Consistency Score =

Pc : LRAEREFNS (T-7ybeiREL) EEB/MEEAENS consistent path DFAER
Wc : Pc OFRENE B2 b IRTE 1 (BBRESNTVET

Pi : inconsistent path O#&%

Wi 1 Pi ORFITA—ERBITA S IRTE-15 ([SERESNTVEFET

Pn : non-causal path O#2%%

Wn : Pn ®UIA b IRTE O (ERTESNTLVBIz8. non-causal path (FX7(CHEEZSZFEA
S : Ty hDFRER

Ws : S ORFIT4—E122DI1A b IRTE 0.5 (GGRESNTVET

Regulator Effects OF—JILICIZUA T OIBERNTRRENET
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ID : Consistency Score OEWEDNSEIDIRSNTZEUETY .,

Consistency Score : BIROFTER TRkddSN Tz ERASHREF— 7-9vh — EE/HEEO—E 2RI ATV
T9,

Node Total : xRy ~I—IRD_ERAGRF. T—7y D F. KB/ AEEEDIETT,

Regulator Total : EiRAEIRTFOHRETY,

Regulator : EFRFREIRFO—EBNFRREINET . BIHEEFRIENZEOEAL > BT, REELEFRISNZEDE
BEBETERRINET.

Target Total : 75ty NI FDHELTT,

Targets : 79y FO—EBHRREINET,

Diseases and Functions Total : /&x&/HEEDIRENTT,

Diseases and Functions : JE&/HEEQD—EBNFRREINET . TLELFRIENZEDEAL > SET. HiHIEFRIEN
2EDEEBTERREINET,

Known Regulator-Disease-Function Relationship : ETXID#RE& L/ N — IR BRI EDEIS T, HIX
(F_LEIRFAEIR T 4 ELRE 2 DNNEFENZ RV NI -IICIEEET 8 DDfREENHDZFIH. Ingenuity Knowledge
Base AICim XX ESRDEIXDIRIENMEMSZS(E 0% (0/8) ERRENFT,

Regulators. Target molecules. Diseases or Functions oIRGB TROABEITITENTEE
ER

ID 27Uy 3 3ETUT OLICRY NI —IhRRENF T

A S| Edit 7 x| [0 (4 DESIGNER View: % EIRE] 5 zoom: »
4 Overlay: CM (Cardiomyocytes vs ESC)
M @ show legend
[+] _ -
I EEIEN
L RAEEF
§ F—gtyh
e ,. — = T — “j
o S p ,
\\\ \ ; i 2 & -
ot
PR B/ HAHE
aw

FYRI—J0E(E MAP tEREICEDEEY,
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Regulator Effect *YMNI—J %R DEEE

I | GEN R AT E NI ORKS e i

r

Generate Regulator Effects Networks

S

Generate regulator effects networks

The regular effects network generates hypotheses connecting upstream regulators,

dataset molecules and downstream diseases and functions.

Select a starting point for options settings:

LFIL—9—DFORBEO—IEHNTE

Genes, RNAs, and proteins as regulators of functions «

Default setting. Upstream regulators limited to genes, RNAs and

Include only regulators of Type:

size of network.

[ ] Select all
+[] biologic drug
+[] chemical - endogenous mammalian

~[] chemical - kinase inhibitor
~[] chemical - other

~[] chemical - protease inhibitor
~[] chemical drug

] chemical - endogenous non-mammalian

Include only diseases and functions of Category:

[ ] Select all

|:| Amino Acid Metabolism
-["] Behavior

-[] Biliary Hyperplasia

-[] Bradycardia

-[] Cancer

[] Carbohydrate Metabolism

feins. No limit to

p-value cutoff  [0.05
range 2.86E-08 to 1.00E00

z-score cutoff (2.0

range 0.000 to 5.164 (absolute value)

Maximum regulators per network

[ ]

Leave blank for unlimited

L¥ 1L —A—DFOIBFEOEMETE (F
IVIEZEIBE—IEHTEN Custom &
BhFEY)

L¥al—4—-E5—51yME D p-value B
Wy NATEDERTE

LF¥iL—4—0 z-score hybATMEDES

==

E

p-value cutoff  |0.05
range 6.51E-12 to 1.00E00

LFIL—5-DERBOFE

z-score cutoff 2.0
range 0.000 to 11.887 (absolute value)

fugctions per network

T Aty MR R/ BRI O BEDRTE

Leave blank for unlimited

CANCEL

REB/MEEECEDDINTTU-DFRTE
IBEROBRFEHT T -MEAINET

OK ZVIWI S BERTENZ RSN, FTIERZBERVIRICEEERD
$1# Core Analysis Z{TolBRIC(ET TAI MOFEENBEAHEINET
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Networks 97
Network Y0 #1&IR9 31— —DF —INBIBEINRY NI - IH—EBFRRTEET . BRYNI—J(EZA7)EC ID Hf
ZhHTENET,

] Expres=zion Analysis — FG ([Ischemic] vs [Normall
Summary\Canomca\ Pathways \ Upstream fnalysis \ Dizeazes & Functions \ Regulator Effects \ Lists \ by Pathways \ Malecules \ Bnalysiz Match \

Metworks \Ovarlapping Metworks \
[\iEw HETY0rCS | 40D T0  PATHAY | 40D TO by LIST | VERGE 1ETvORKS | FutoTions | Ao Amion | ousTomze Trow: [ERISRERS
The analysiz iz composed of 25 networks. Ta wiew a network, select the appropriate networkiz) and click Wiew Metwarks. Ta meree selected netwarks, click Meree Metworks.
Total selected molecules: 0
Molecules in Metwork T/ %/ | Score %/ | Focus Mol.. %/| Top Diseases and Functions td
1(*+ARHGAP 18, - ARHGAP23, + ARHGEF17, +BBS10, +BBS5. +C1.._.all 35 (1 33 Carbohydrate Metabolizm, Lipid Metabolizm, Small .. .all 3
2{+AKA, alcohol group acceptor phosphotransferase, +ARAF, ATMAATR- . all 35 (30 12 RMN& Post-Tranzcriptional Modification, Post-Tran... .all 2
3| AP-3.+AP3D1. TAZI2, +CGDG13. +CGDGE FCLASP1. +CLCN3.F_ all 35 (35 21 Cellular Assembly and OreanizationCellular Funct....all 3
4| 1-acylglycerol-3-phosphate O-acyliransferase, +ABHDS, + AGPAT2,+___all 35 (35 3 Garbohydrate Metabolizm, Lipid Metabolism, Molecu....all 3
5| AbI1/2, - ACOT11, + AKAP13, + ARF6, +ASPN, +CRIMI1, +CYTH3, _all 35 (35 k3 Carbohydrate Metabolizm, Small Molecule Biochem....all 3
6[+ABLIM1, +APC, +BCL2ZL1, +BRDY4, +CASCY, cazpaze, *CFLAR,  _all 35 (a6 3 Cell Death and Survival Gancer, Organizmal Injury ....all 3
7| AURK, +G160rf72, +GAPRINI, Creb, +ELAVLI1, +ENTPD4, +EWSRI1, _all 35 (35 M Cancer, Organizmal Ihjury and Abnormalities, Repro...all 3
a|+ADDI, +AFF1, +AFF4, +AHGTF1, +CGNL +GDV3, +CEP78.+D .. all 35 (34 a0 Cellular Assembly and Creanization,Cellular Funct....all 3
9| +ARRDGCI, +GEP44, L GHMPAB, +GLPTMI1, complement receptor, + .. .all 35 (34 a0 Cell CGycle, Cellular Assembly and Oreanization, Mo....all 3
1| +A4GALT, + ABHD12, +ABHD17B, + ABHD2, ACSL, acylelycerol lipa...all 35 (32 2 Lipid Metabalizm, Molecular Transport, Post-Transl....all 3
1[14-3-3, +ABI3BP. + ANOB. Chp/pa00, +GDG27. +GEP126. +GLIGE. _all 35 (32 2 Hematological Disease, Hereditary Dizorder Organi._all 3
1| +CAVINI CD3 +GHD4. +DPYSL5. +ERLINI. +EXOCGT. TGABPBI1. .all 35 (32 29 Cellular Aszembly and Creanization, Mervous Syet. .all 3
1| +APSMI, +CCGDCG28A, FCCGDCERA. L DCGUNIDI, + DNM2, +DUSP... .all 35 (32 29 Meurological Disease, Hereditary Disorder, Organiz... .all 3
1| 2-oxog utarate:oxyeen oxidoreductase, - ALKBHS, Bwr, +*CARD16, +C_. .all 35 (30 28 Lipid Metabalizm, Molecular Transport, Small Molec....all 3
1| T*ARHGAP32, L ATF?, +CASZ1,+CCDG138. +CDK13, #GHP1, +D_. .all 25 (30 28 Carbohydrate Metabolizm, Small Molecule Biochem....all 2
1|aldo, ATPaze, +BAGH1. +BUB3. -~ GEP97. +GHDY, +DHX9.+GLYRI1. _all 35 (20 a4 Developmental Dizorder, Endocrine System Disorde...all 3
1| +ABGG2, +ARHGEF 7, +BSG, +GPD, CYP, DUE, +GGT1. +GIT2, + . all 35 |an 28 Post-Translational Modification, Developmental Di.. .all 3
1|+ADCYY, +AKAP12, LCDC14B, Ce, #CREB3L1. +DLC1, +EBLM2, _all 35 (30 28 Cellular Azsembly and Organization,Cellular Devel....all 3
1|+ARHGDIA, +BAZ2A, LCBXS, -CENPB. chymatrypsin, #CSRNP2, - all 35 (30 28 Cancer, Gastrointestinal Dizease, Oreanizmal Injury....all 3
2|+AGTR2, Alpha actin, +ARHGEF 11, + ARHGEF2, +ARPGY, Cofilin b ___all 35 (27 a6 Cellular Aszembly and Organization, Cellular Funct... all 3
2+ATP11A. +ATP11B. TATPEAL T+ATPEB1. +ATPIB. +AVLY. +CG___all 35 (27 a5 Lipid Metabolizm, Molecular Transport, Small Molec....all 3
2|Alpha catenin, + ATL3, + AXIN2, - BHLHE41, - BTBD2, Casein, +GDY._.all 35 |27 26 Cellular Compromise, Hematological System Devel.. .all 3
2| APCAAPCE, GE1, CK1/2, #CGTHRG1, Dishevelled, - DOGKY, +DZIP 1.+ . all 35 |25 25 Connective Tizsue Dizorders, Developmental Disor....all 3
2 +ATPTA, +CLTRR, Complement, #CO P A, Cytoplazmic Dynein, *DCK, .all 25 (25 a5 Cellular Aszembly and Organization,Cellular Comp...all 2
A TANOST. FCASKIN2, +GCHND2, +GEAGAMI. +GREL. +GSDG2. -+ all 35 (25 a5 Cellular Development, Cellular Growth and Prolifer.. .all 3
Selected 0/ 25

v NI—H0558A

ID : ZA7NE(C ID NEIDIRANE T, ID 2JUvJ93ETRYNI—INRRENET,

Molecules in Network : X hJ—9Z&ERL T\ D FEFC I,

Score : 7Y hI—JDOFHIAER T BMETY . 5FULIEIIPA Xy NT—IZT7 1% TS HRTEE,

Focus Molecules : Xy hNJ—J(CE&FN21-H—-H7vI0—RU Cutoff ZiBiBUIZD FOETI,

Top Diseases & Functions : Ry NJ—IEESEZEL (Fisher's Exact Test OFER. p-value DKL) &E. &)
FHBLEEBIR T,

R~ D55 ER

FILTER : 73 F%&%Z AU, Enter ZHI LT, 32HI 2D FHEFNBRY NI -IDHPETRRENET

VIEW NETWORKS : #RUIcRy b —)%BIE T BTN TEET

ADD TO MY PATHWAY : #RULARY MDD FaiRERICREET . HEFRORBIRIEEINET .
ADD TO MY LIST : ZBRUZRY D= IR D73 FDOURNAERR T BTENTEET

MARGE NETWORKS : #RUEBORY NI —)ZEE U THEET .

FUNCTIONS : #RURY NI — I BEE Y SHEEAS O —ZARFR I BENTEFT

ANNOTATIONS : #IRURY NI -ID D FOT7 )52 %2 BETEET,

CUSTOMIZE TABLE : &RRIDNILEEEI DN TEFT,
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Overlapping Networks 97’

Overlapping Networks (FRYRNI—JETEGFZHBL TVWBREDZFRRI DN TEET , RYNI-IHEEFLF
h&odEEFHRTREENFT,

FEIIWITBERYNT=IRDD FO—EBNFRREN. FINIWITREEEUIRY NI -INEET,

Networks ' Overlapping Networks\
SHOW # COMMON GEMES
M TNF treated HUVECs GSE2639

i (V) TN

(]

-

HIDE ORPHANS R7> THEBLFZFHFILRVRY NI —I%2 RN/ IERRCLET
HIDE # COMMON GENES R7> THEBLRFOBERF/IFRRLET

Filter RY> T, RIRI DY NT—IDE, LEBFAAREDIS T 1330 MERH DB EEFRRI DI T13A = HIRTE
353-0
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Lists 97"

Lists #7 My Lists #7(C(E1—H—- NPy O— RUIeT 21— —HFBRICIAUARNSA TSVRFL Approve &

URRYR K, Tox List 5T (CIEERIOEZHIZ MeDBIENRENET .

' Fold change([Ischemic] vs [Mon-failing]

[My Lists]| Tox Lists |

T | v = X il Bt © Horvontal ® vertca (] 59 3% [

Summary \l\ Canonical Pathways\ Upstream Analysis\ Diseases & Functions\l\ Regulator Effects\ Networks ' Lists\ My Pathways\l\ Molecules\

_iJ More Info

|. Fald change([Ischemic] vs [Han-failing]) | |

Ratio |

=R r
& A

-log{p-value)
o]

10

g 2 £ = 2 K E 4 By E E £ K £ K
; § & ¢ ¢t & & £ § & ff8 5 & 2 5 0t £ ¢ &
c K] 8 8 I b= = g % £ il g | g 8 . 8 £
£ ] o o g E 88 - B 83 e - 25 - - 52 - 8
5 ¢ s b 0§ 3% % ¢ 3% § % ¥ ¥ p df 5 f
< e [+]
F . 4
34 molecule(s) associated with Ischemic network1 at Fold change([Ischemic] vs [Non-failing]) [Ratio: 34/35 (0.971) ([BEEUGTETE
1
CREATE DATASET [%. @] [E]
O 7 Symbol|Exp. Chart Entrez Gene Namq Identifier Exp Val |Networks |Location |Type(s) Biomarker 4 Drug(s)
Affymetrix |Fold Changd
[] | ABHDS [ _ 1 abhydrolaze 218739_al +-2.128 |18 Cytoplasm |enzyme -

Selected/Total molecules : 0/34

Ean—1

axX JE

B _EAICEDR beDREEMZ Fisher’s Exact test TAREUZ p-value D-log BT/ —Fv— U TERRLET . AL
SSBOITNIRI S J(EUR M OBEEH%ER U Ratio ZRUET
N=Fv—zJUwI 3 2L TFRICFUR DA N=T, M I1-HF-DUANIHIBELFHRREINET

STACKED BAR CHART MA>%IUwI 3L, UZRDXY)IN-#8% 100%&EU T, Upregulate Uiz F D3R,
Downregulate Ues3 FOEZRZZENTEET,
VIEW LIST M52 0T3¢ XN\ -HERReENE T,

My Pathways 97

Pathways #7(31—-H—-h7yIO—-RURVA N, 1-H—HERHIICIREL A /NAII1 514 TSVNEERL Approve E5%
EUeRy ND—HEDBEE% Significance & Ratio TERRUEY,
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Molecules %7
Molecule 7713 Analysis ((EFN2ED FE2RRIBUNTEET . DFR2EIIWIIBEEMRIEREBEETZEN
TEFY. FeAVI=IIITRE JIWIUIENS ATY— NI BTENTEET,

.Expressiun Analysis — FC {[Ischemic] vs [Mormall}

Summary ', Canonical Pathways ' Upstream Analysis ' Diseases & Functions ' Reeulator Effects ' Networks ' Lists | My Pathways * Malecules \ fAnalyzis Match )

BB & Symbol [MGALT - ATP2A2_(p1 of 1) -
Symbal Entrez Gene .. %/ | Hdentifier +|| Meazurement +| | Location X | Typels) x| | Biomarker Ap... %|| Drugis) X
£ Expr Fold Gh. X | Expr Ihtengit., %
BAGALT alpha 1.4- — -
galactosyltranstera -6.002 B6.174 Cytoplasm enz yme
=e (P blood eroup)
ABCAD ATP binding -
caszzette subfamily -2.47 7321 Cywtoplasm transporter
A member §
ABCD3 ATF binding -
cassette subfamily] 4767 172024 Cyvtoplasm transparter
D member 3
ABCG ATP binding - efficacy,
caszette subfamily [+ 2168 526 Gk Plasma Membrane |transporter prognasis
G member 2
ABHD12 abhydrolase domain -
containing 12 2547 BE3.167 Plazma Membrane |enzyme
&BHD1TE abhydrolase damain —-
containing 178 —-2062 184579 Plazma Membrane |peptidaze
BEHD 2+ abhydrolaze domai) ——
containing 2 -745% 1657924 Cytoplasm enzyme
ABHDE abhydrolase domain -
containing § 2128 383452 Cuvtoplazm enzyvme
ABISER ABI family member| ——
3 binding protein 4+ 2930 427371 Extracellular Spa... [other
ABLIMI actin binding LIM | —-
protein 1 itk 46316 Cyvtoplazm other
ABR ABR, RhoGEF and | —
GTPaze activating 10710 101141 Cytoplasm ather
protein
BCAAL acetyl-Cof - unzpecified applic.
acyltransferaze 2 -2.112 80.742 Cwvtoplazm enzvme
AGACE* acetyl-Coh -
carboxylase beta -4.882 197 336 Cytaplasm enz yme
ACEDR acyl-Coh binding | - -
domain containing —2080 43417 Mucleus other -
Selected/Total molecules: 0/ 1522

CREATE DATASET : D F&BEOFIvIRYIRCFIVvIZ AN FH5 Dataset Z/ERRTEET . 2DFRIC,
Molecule [C&FN3 Measurement Value #5|E#<TENTEFT,
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EHRRIEROLEB : Compare

Compare Analysis
Compare Analysis Z{T5CET#HEID Core Analysis DFER%ZHN, REREFES I 3EY)FRIHEEE. Canonical
Pathway OZA{tzMERTEET,

1. FRAFORIME
Quick Start [#E shortcuts #7H% Core > Compare analyses #3&iR.
(3 File XZ1— > New > Core Analysis Z3&RU. fRzRIBLET .

Analyze
ﬁ Interpret your data in the context of biclogical processes,

pathways, and networks.

» Analyze dataset » Compare analyses

Assess toxicity and safety of test compounds in the context

2. Compare 9% Analysis Zi&RUE T,

w» Create Comparison Analysis [&J

Select analyses for side-by-side comparison. Click View Comparison to view comparison results.

Create Comparison Analysis

Select Analyses Analyses to Compare
=+[E My Projects * & Fold change([Idiopathic] vs [Non-failing])
&[5 Fall2013 [& Fold change([Ischemic] vs [Non-failing])

EH:, Heart Failure w/o Causal .xls - 201
B Fold change([Idiopathic] vs [
& Fold change([Ischemic] vs [Non
¢ B Fold change([Ischemic] vs [I
[ Heart Failure.xls - 2013-09-24 02:0
B E Demo0918

#-[E1 Yokokura

F[E Summer2013

#+E UploadTest

#[E3 Spring 2013

BE CNV

EH[E Upstream Regulator Case Study

£

£

£

£

A

+-[E9 RMA-seq Case Study

#-[E9 20130306mIRNA

+[E Demo20130219

#-[E Winter 2012

+[£3 G5E2639 Upstream Regulator
#-[F3 Fall2012

[4]

-]
-

VIEW COMPARISON CANCEL

Compare UL \EEMTHESR%Z Analyses to Compare ([GENUE T, AT 20 EEXTOE#TIEER%Z Compare
TEFY, . FBIHEER(L Analyses to Compare ADIEE TR RENFT,
VIEW COMPARISON 4w 932ET. Compare UEFERNIFTREINET
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3. FITHEROME

VIEW COMPARISON %7y 9 BLFTFERNEFRSN. AT D SAVEKEXIT 27')0v79 5L THRATERZIR
FTEFT,

Canonical Pathways 97

Canonical Pathways BllICE7323 Analysis #&58% z-score. p-value. B-H p-value TLLE TEF Y, BHEA(ICE—
Ry Ih, Alck— by h33&IRUIE Canonical Pathway h'&RR&n 9.

Settines/Lee

i More Info
Messurement: Activation z-score ~#533 (NI g .20
Sort Method: [ Score ¥] Visualize:
Insignificance Threshold: | | (absolute value)

[EEE TR wew rerort [[Epim rerwors [ aene HeATe |

=] | & 2000-2018 GIAGEN. Al rihts reserved,

Filter : &~9 % Canonical Pathway %Z/{\2J11%&/h7J)-HBLU-log(p-value). z-score. -log(B-H p-value)
TROIADENTEET,

Sort Method : E— MY TDORRSEEEIRTZENTEET,

Sort Method: |[Scorew | Visualize: |Activatic

Score

T

‘anonical Pathwi Trend + Score

Trend

Hierarchical Clustering

Alphabetical

By Observation »

Score : T4 MDERRGETI . £ Observation @ Visualize TEIRUEDIETY - M FT,
Trend : Trend B&IRUIBRICRRESNDASAH -\ —2FHWTEMR IS Trend Z:%EL. Re-sort #7Uv%
FBRIECED, FIX(FBFRIPOERIEDENNRERERSZF LN - EEET R/ %R R TEET, Invert

Trend 297U 932ET Trend OEEENFE(CIRD, Reset Trend 9w 9 32ET Trend OSFEHY RS
nd,

Sort Method: |Trend ¥ ‘

‘Trend Controls:

K
5
I

>
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Trend+Score : Trend (CH1Z T Observation M Score KMEWIE(CY—RUET,

Hierarchical clustering : Score % Average Linkage & Euclidean Distance Metric ZFW\\TY32X5Y
I EUIRERZFRRUEFT, Cluster Column ([CFIwI%Z ANBCETIF—>NNa0) Observation JIEICI5R
AT ENET,

Alphabetical : J/EFIECY - heNF T,

Observation : 3##RUJz Observation DAJ7NE(CY —hENFE T, Sort Ascending (CFTvIZ ANDEY—
NIEZHE(CTEET,

b — Ry Observation (£ K5v/ & ROyT T ANIBIHEIRETT . = 00Uy EB2ETTIAN MO

(CRDET,

Visualization : Filter, Sort ((fEf 9 3fE% Activation z-score. -log(p-value). -log(B-H p-value) h'5iEiR
TEFET,

Edit Network : i#3RUTL\% Canonical Pathway 23194 > RUTRHIE, BUILD REDRMRERERATEET,
Gene Heatmap : 3#&iRUTL% Canonical Pathway 0 Dataset 37Ot — v ZFRRU. RIAER LRI ZC
ENVRIBRICARDET . 372Uy 3L EImAlC Canonical Pathway i&RREN. BIRULIZD FHY (51 hanE 9,

My Heatmaps
2 Cardiac H\_;pe‘..\l
Settings/Legend : Patl‘\\-!\l'a\-f\lI‘\-‘Io\ecules\l
More Info| | Cardiac Hypertrophy Signaling
Score: Exp Folé Change. 45490 () _JEED vetay: FC ([izchemic) vz
Sort Method: | Expression ¥ | Visualize: |Exp Fold Change v| @
L ——
© Voo

&+ 60 - RN

= Ly ADR-
Genes in the Cardiac Hypertrophy Sign... _°| : ﬂ ' J{_ ‘
E E' jf " '.'I .
2@ { \ l
o5 / \ =
= e
== Caz¥ (Gaj=" |
i )2
| 7\
pLCB4 - e\
PIK3C2A
GNGI1 \ Gas| |[Galle—
\ /
GNAG 3 \
T N O
PLCB1 / \ 7 P
GNAT1 \ l_
| A0— |
GHG2 © 2DDDA16 TAGEN. All'Hights Feser... [
S0OS51 ~| |[4] I'v]

79



Upstream Analysis 97"

Heatmap 57 :

Upstream Regulator BlIICER23 Analysis #&5R% z-score. p-value. B-H p-value TLEE TEE T,
BIEAERCE— MyTIh, AEBCAEPTIEIRUZ Upstream Regulator ZH0GEUERY NI —IhRRENFT E— b
VT D& Analysis B83%0UvI 3L, TNEND Upstream Analysis $ERNERRSNFT . RYNI—-IDE(F MAP

PEREICE D EFT,

Table* Heatmap\
Settings/Legend : Pathwav\l Mo\ecu\es\
More Infa| | Overlay: Fold change([Idiopathic] vs [Non-failing])
Score: Activation z-score  ~+822 _ .. 5.164 @ ’_‘ (ééﬁD:\ hide
|@|9 ®| AGTR2 == ——Prediction Legend
Sort Method: | Score ¥ | Visualize: |Activation z-score = [+] ﬁ 375¢ | more extreme less
o Upregulated
a amy ! @ Upreg o
= o - N | Ve @ o ©
Upstream regulators Zl = B - \EM I more confidence less
E.o 5‘. ( ?—EB 1,) - ! / @ Predicted activation )
ng" ng‘ 2056 =~ ~ -~ @ Predicted inhibition
£ E =% T v4g8602
; ; - - =~ Predicted Relationships
2|2 -~ I \ = Leads to activation
LY294002 - . ~ ,5’[1) , \ = Leads to inhibition
AGT =% A E(1) \E { Findings inconsistent
imethylprednisolone \ with state of downstream
dihydrotestosterone 5.564 [ molecule
TGFB1 = Effect not predicted
MiR-16-5p (and other miRNAs w/seed A... A FI—Q_I_DP‘\‘I =
PKD1 PLR@E2A 3.507
beta-estradiol . y

Filter : &7~9 % Upstream Regulator Z5 FDIEES LU -log(p-value). z-score. -log(B-H p-value) TN
IADZENTEET,

Sort Method : bE—MYITDRRSEEEIRTZENTEE T, Canonical Pathway 7 DsRBA%ZCSIRES N,
Visualization : Filter, Sort (({J 3fE% Activation z-score. -log(p-value). -log(B-H p-value) Hh'5igiR

TEFY,
Pathway 47 : t— v Ti#IRL TS Upstream Regulator #Hi0¢ET 3Ry NI —IHRRSNFS . b
— ~wT T Observation #4y993LZMD Observation DFyNI—IHhFRRENET
Molecules 77 : E— b wTTEIRL TLWSRY NI =D FHFRREINET

Edit Network : :##RUTL\% Upstream Regulator vy hJ—5%5I1D4> RUTHE. BUILD REDZHERENMEATSE

ig-o
Gene Heatmap : i#IRLTL\3 Upstream Regulator &y ~J—7d 0 Dataset 53 FOb— MYIHFRRESNET
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Table 57 :

ZNETNO Analysis TD Upstream Regulator Analysis DfERHN—ER RSN,

ADD TO MY PATHY

DISPLAY AS NETW

e (2] [£

Diseases & Functions | Canonical Pathways ' Upstream Analysis | Networl Molecules | Lists | My Pathways | Comparison Settings
| Pathways ' Upst Anal ks | Molecul y Pathway: pa g

AD0 7o My LIST || CUSTOMIZE TABLE

81

[ |Analysis Upstream R... |Fold Change [Molecule T... [{Predicted Ac...|;  Activatio...Notes p-value of o... [Target moleculMechanistic N.{
[ | Fold change([] HIF1A transcription f|Inhibited -4.505 bias 6.05E-06 AD... ...all 44 328 (11)
[1| Fold change([| F2 peptidase Inhibited -4.490 bias 3.52E-06 AD. .all 39 447 (15)
1| Fold change([| methylpredni chemical drug|Inhibited -4.461 9.57E-03 AGO1 ...all 52

[ | Fold change([| beta-estradiol chemical - endInhibited -3.774 1.74E-03 AL all 142| 402 (12)
[ | Fold change([] EGF growth factor |Inhibited -3.774 bias 2.88E-04 +AB... ...all 51 357 (15)
[ | Fold change([] SYVN1 transporter |Inhibited -3.638 bias 2.73E-02 AD... ..l 17

[ | Fold change([| AGT growth factor|Inhibited -3.607 bias 9.26E-06 [TAG Il 54 412 (16)
1| Fold change([| hydrogen per: chemical - endInhibited -3.593 bias 9.57E-03 AD... ...all 42| 380 (14)
[ | Fold change([] methotrexate| chemical drug|Inhibited -3.583 6.42E-04 .all 31f 335 (11)
[ Fold change([] rosiglitazone chemical drug|Inhibited -3.384 4.37E-01 .all 27]

[ | Fold change([| HGF growth factor|Inhibited -3.314 bias 1.16E-02 TAB... ...all 49

[1| Fold change([| gentamicin chemical drug|Inhibited -3.300 4.27E-01 A

[ | Fold change([] TGFE1 growth factor |Inhibited -3.293 3.84E-06 374 (13)
[ | Fold change([] SP1 -5.572 transcription fInhibited -3.281 bias 5.87E-03 320 (11)
[ | Fold change([| SRF -4.378 transcription rjInhibited FeiliE) 1.45E-05 110 (3)
[1| Fold change([| GLI1 transcription flInhibited -3.160 bias 2.80E-02

[ | Fold change([] ERK1/2 group Inhibited -3.092 bias 2.61E-02

[ | Fold change([] MYOCD transcription f|Inhibited -3.078 bias 3.68E-04 75(3)




Diseases & Functions 97"
Diseases and Bio Functions / Tox Functions 47 : BIEASRCE— hwTH, AEBICASPTIEIRUE Disease.

Bio Function Z/z(& Tox Function ZH0\EURRY NI —INRFTRRENET . RYRT-IDE(F MAP #EE(CEDEET,

Bio Functions | Tox Functons
Pathway | Melesules | Metadata |
i More Tnfo y: FG ([diopathic] vs [Normall). Expr Fold Change
Meas t Activation 2-score ~8.208 (I 0 12378
Sort Method [ Sewre ¥ Viualze: . _
H/EG\‘1 \FT1/22 /\
Insignificance Threshokt || (absolute value) 3 4 T KATBA.
(@amns N T
/ KCNH2
EELTIE o rvonc e i v Eﬁs ) \\ / A
AN / /
Vo~ ’ =y o
AN \\ / s LEFTY?2
. AN \ e P
<ECED> SO\ /S -7
- N,
N ///// - NS
N _ NS
o e '
DLC}* — — ——-Congenital-anomg| dlavascular system N
/”//// / \\\\\ il VAN
- SIINN TS 0
- AT UN N TN \'
STRA DA B T W <
' s VA T W =
Ve / oy N MyHe
— / // ! \ N
SMADT® J / \ \ \\ v
A ] _
S @
REMIO ! | p_—
= A NTRK2
PLA\Z/G?A RKD1 '

Filter : &>~x9% Diseases and Bio Functions / Tox Functions Zh7JU—8&U-log(p-value). z-score. -
log(B-H p-value) TRDIADIENTEET,

Sort Method : bE—MYTDORRSGEEEIRTZENTEE T, Canonical Pathway 7 DsRBA%ZCSIRES N,
Visualize : Filter. Sort. &RIC{EF9 31iE% Activation z-score. -log(p-value). -log(B-H p-value) H5&iR

TEFI,
Pathway 77 : b=~y TEIRL TV RY NI —IQTRENF T, £— MW T Observation #7UyI9
BEZD Observation DRy~ —INFRRENFT,
Molecules 77 : = hwTTEIRL TV Ry NI =IO FHFRREINET

Edit Network : 3#1RUTL\3 Diseases and Bio Functions / Tox Functions v hJ—J%BID(> ROTHE.

BUILD REDZHERENMERTEZET,
Gene Heatmap : 3#IRLTLV3 Diseases and Bio Functions / Tox Functions v kJ—251D Dataset 537D

E—hyTHERRENET
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Regulator Effects 97
Compare Uz Single Analysis OfERNS4ERENTE Regulator Effect %y hNJ—INIRT—EXRREINET,

Canonical Pathways\ Upstream Analysws\l Diseases & Functions ' Regulator Eﬁects\ Network.l;\l usts\ My Pamwa\,rs\l Mo\ecu\es\compamson Semngs\
ADD TO MY PATHWAY | ADD To v L1sT |[FEYN=FN Consistency Sco... ] i More Info
Analysis [¥] | 1D T C. Regul... R... [7] [ | Targe... B Disea... Di... [I7]] [I%] | know...
Fold chang... | 1 24.191 12 G A, 15 an... ..all 1527% (49/1...
Fold chang... | 2 23.608 63 7 A 14 ap... ...all 14[27% (26/98)
Fold chang... | 3 20.076 35 5 A 9 all 9{56% (25/45)
Fold chang... | 4 15.165 56 s A 10 ap... ...all 10[21% (17/80)
Fold chang... | 5 16.310 69 i A... 12 ab... ..all 12122% (24/1...
Fold chang... | 6 15.963 72 13 A k] for.. ..all 821% (22/1...
Fold chang... | 7 14.849 72 12 A, 10 ap... ..all 10126% (31/1...
Fold chang... | 8 14.350 59 El A 1] abn... ..all 8)50% (36/72)
Fold chang... | 9 14.087 34 4 A 10 ap... ..all 10[48% (19/40)
Fold chang... | 10 13.060 78 7 A... 10 cell... ...all 10{26% (18/70)
Fold chang... | 11 12.836 64 11 TA. 6 ...l 6{30% (20/66)
Fold chang... | 12 11.672 l47 s A 4 Ll 433% (8/24)
Fold chang... | 13 11.659 (92 14 A 13 ab... ...all 13124% (44/1...
Fold chang... | 14 11.353 59 7 Al 6 cell ...all 6{45% (19/42)
Fold chang... | 15 10.873 31 4 B... 5 diffe... ...all 5(30% (6/20)
Fold chang... | 16 10.851 65 8 A, 14 cell Lol 441% (13/32)
Fold chang... | 17 10.633 145 7 14 abn... ...all 40% (0/28)
Fold chang...| 18 10.522 57 6 k] cell... ...all 8)54% (26/48)
Fold chang... | 18 lo.922 laa s 5 cell . ...all §27% (8/30)
Fold chang... | 20 9.507 111 12 13 IcO! .all 13|21% (32/1...
Fold chang... | 21 l8.875 78 7 7 ..all 7|37% (18/49)
Fold chang... | 22 18.315 30 3 5 ..all 533% (5/15)
Fold chang... | 23 l8.232 la4 H 5 ..all 5[20% (5/25)
Fold chang... | 24 7.799 38 3 5 .l §39% (7/18)
Fold chang... | 25 7.748 36 4 4 _all 4l56% (9/16) [+]
0/47

Network 57
Compare Uz Single Analysis DfEERNMERKENIERY NI —INIRT—EFRRENFT,

Lists 47
Lists ¥ TE1——HEHICIAVARNSA TSUIARTFEL. Approve EESTEURUZ N, BERIDS YR M, RERITFERE
DOEENERTCEICRRENET,

Diseases & Functions \l Canenical Dathways\l Upstream Analysis \l Networks\ Molecules ' Lists‘I\ My Pathways \L Comparison Settmgs\

3| ‘\ Tox Lists |

[ Fold change([1diopathic] vs [ton-faiing]) M Fold changs([ischemic] vs [ron-faiing]) |

(i Horizontal @ Vertical [E\ @ @ \E| _ij More Info

50
a0
E)
]
I
o
S 20
g
10
o — — —
5 hed % g g g g i g & 3
£ 5 g H H H 3 £ H H t
£ 5 T E
£ H 5 3 3 3 i i 3 3 :
c a T T i) T 4 T ] E=)
v ki E E ki E E E gE
E] = k-] H ] £ @ ]
5 A 2 5 s H s < -8
2 i ] £ & H H € 1]
] 2 E) & s i 53
= 5 £ o a = = E
] < S = B
£ & & £
‘ =)
z z
5
=

I¥]

av

30 molecule(s) associated with Common at Fold change([Idiopathic] vs [Non-failing]) [Ratio: 30/37 (0.811) ]
ADD TO MY PATHWaAY [| ADD TO MY LIST @. (&] [&]

A1#: Fold change([Idiopathic] vs [Non-failing]) (selected observation), A2: Fold change([Ischemic] vs [Non-failing])

+ Symbol Exp. Chart Entrez Gene Mame Identifier Exp Val
[} Affymetrix(Al#) Affymetrix(A2) AL# \ A2 ALE
Fold Change(A14 Fold Change{A2)

Selected/Total molecules : 0/30
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My Pathways 57
My Pathways 7731 —HY—hEHIIREL TYA/NRI11 54 TIVICESRL. Approve ERTEURRYNT—DE, &R
HiEROBENERMTC E(CRRENFT

Molecules 97
Molecule #7(& Compare Analysis [(EFEN32D FERRIDUENTEET,

Comparison Setting 97"

Compare Analysis (327~ 9% Observation DIEEZHETEE I, Up. Down K> TIIEEZ ANE X, Reorder
Comparison Z7UyJ 33 ¢ THRRIENEEEINET,
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FYNI=0 /K ADTL TR
IPA TIRAERRUTERY NI =T/ N\ ADIA DIRE. 7/)7 -3 OB EZITIENTEET,
AZ21=RICDONT

RFEAZ1— : EORID T HRIIAZAUIERYNT—9% My Pathway EUTIRTF. ADORT> TEIRUIED F% My List
([CRTFTEFT,

B

IF1YRAZ1— : EOIRIZDBIRIC - 2y NI —JEERAR(C T Ly (I TABR BVERDENN - 3 F. A HEEROHIBR -1
E—-R=ZK-TURy-URy -y NT-TADD FDIRE. N TEET.

Edit: ()] | X e EIRENE

&5(C. My Pathway T(d/—MEDIRENI > HERRENET

EDORIZHSIIEIC-Build W—JL-Overlay W—JL-Path Designer V=)l ZzFE% Y,

ELUILD FATH DEZIGHER

E1—-XZ1— : EORIZNSIEIC - BEERR - RV M) —IOLATINEE -Path Tracer- &3 FD7 /7 —3303RN-
RYNI=IHRDTAY NIAXDZEE, N TEFT,

View: |F__j i)
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g 3L T ORRRY NI —IOLA T MEEIRTEES

Change Layout

- No Change
] @Organic

) @Circular

1 3| Radial

) Hierarchical
) (=3 Subcellular

Organic TRDFZ/N\FAREET LN TEFY,

Radial Organic " Circular
v s )
iy m‘_ n‘..! e, :-«n ',.?."'l __. ‘_.. m.-J I"_.-. asin - L. * il e o R R == o ﬁ
RS Y g y : N, o Y
e \\-‘- N \:»!’ . % “user s - v, N S ‘_/
L -
~ Ve apins ¥
S &
o S

) 1"\5 - AN
Hierarchical ~ Subcellular &
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Radial & Hierarchical Tl& 1 DI LD FHBRIREZ(ICEITIBE., BIRUED FE2H 05V ETRICEE
UTeLA 7O NEERL TEE T,

= "ﬂ_g—_h-' A v..,
ey A ' =
DF 3 DEERLE L Taeas comer
L 1) .
Radial A i *_g ™
Fba * L-
e -t 0
p— e
- . - 4
e ARAY -"s-y-‘ '-u.*;:_ '-.';h-fr_ bm- -F.I:-'-'- l-l T D B L Y AL
g q:.n . -‘;"‘: ;!j e a A e
5F 3 DERIRUE PRAS
Hierarchical - >, -
e p T L ~
[ Soab haas

BPath Tracer Z7'JyJU. Fade distant nodes (CFIvI%Z AN F2I)wId3E. Keep focus TERIE
U EDBENTZ D F ABEERN I I—RENE 9.,
SEl |ZJ Zoom: |-q) Export:@-'@i.{-@|

Focus view on selected nodes
Fade distant nodes

Keep focus step(s) from selected node
Direction ) Upstream () Downstream ( Both

L)

Degree of fade
minimum complete

87



BESI o om

.,
PR

15 : BBS5 %i#{RU. BBS5 & 2 27y LEENI 7. HHEVERANT1— RENTARE
&5(C, Canonical Pathway. My Pathway TlELR—MRIUHERRSNET

S|

A=DbXZ1— : EORIVNBIAC - Drug LIV DIEAK - RERERICLBEPDILANTEET .

Zoot: —i; E
IIAR=RAZ1— : EZORIZHSIRIC - BERIIAR— b BFDOTFFINMZRIIZR— b Ry RD—IDA—)VXAE - EVF
WTEFT,

Export 6% 59 (2% (&)

J30FE5-23>9-)

o SEER
O|@[©]
© —_— 240-)L

4> R)—TERR

¥
X=LY—=)b
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AFLAEFERICONT
DFORLBBEFROESIUINL (EREDIANTF) THF. HEFRAODEEEZRLTVET,
FUITIPA D FERBEER 12 TECEE 0.

RNA-seq T —7f#TEFRE, 18210 Isoform BIDFIREZFF DB E(ED FDA LI Isoform N EBE DU (LY
A MEHRZFF DT Ay M RAWBE(EA _EICUB b1 MIHRREN. 8F%0UvI 3 5L Isoform /U EE LY A
RAEERNTRRENET . BERFZIIWITREIERRERDET . FIXIETROD TAGP (F 4 fED Isoform BIDFIRE
2RO TVEY,

4 1]
5.865 TAGAP-001 T@D*
13.425 TAGAP variant 4 LHFPL2
6.255 TAGAP variant 1 ‘
12.868 TAGAP variant 3

/
/

2 BEIRETERNEND Group/Complex DFICHEIRE% Overlay UTWBIR, I35 -3 3a>hDoVeBhRRENSC
ERBDFET ., INIE Group/Complex ZHEREULTWAACN-DRIREICIHUTERRENTVRLHTT,
Group/Complex 9 F#%i&iR%&. 7Yy Tl Show Members/Membership |Zi#IRIBET. AT DLSI(C
Group/Complex Zt8L TL\A XN\ -HFRRENF T,
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HIUYIAZ1—-

Hide Tool Tips Tool Tips (NURZERBROHYYI—) ZIEFRRCLET
e —— Members/Membership Z&RrUEYS (BIR—)
\ p—
P — | Custom Molecule #fRELET
Zoom Selected PEIMEER. EIRSEBEOILK. RIREFRRZUET
Magnifying Lens
Delete _—— | IRUIeD F. BE/EROEIBR. hyb, JE— R—Z M2
Cut / VES]
Copy
_— | Network ZEDRILEY
Print . —
— | Network Z e-mail TXELFET
Send By E-Mail — =
Select All —— | DERLFT
Select Opaque Area T | Path Tracer ®J1— RSO ERIRUET
oloct Nearect Nei hi‘ I\ {54 NEBDEEIRUET
e &g es (=] IS
Highlight Selected | B#E 93 Node mEIRUES
Unhighlight Selected — | BREDE/ (S NES
Reset Highlight \
Invert Selected \ ~— | BIREBS D)\ 51 MeARIRL F T IRIR
fnvert Highlight S~ | (5 MERIBLES
View References
N pervvyrempn
I\ {54 NBDERERLET
Network AN FDUI7L > AN—E%ZFRRUET
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INTNODFEHTINIIYIITBET Molecule Summary 2HE TSI,
Isoform BIOFIRE%EA—/\—L 1L TUVBR(E Isoform Data #(C Isoform BIOFIREHN T RINFT,

Malecule Summary - A1CF X

Name: AICF
> Interaction Network

Isoform Data
N ERROCERO0

Entrez Gene Name

APOBEC1 complementation factor
Synonyms

181007 3H04Rik, Alcft, ACF, ACF&4, ACFG5, A
NCBI CDD Domains (Superfamilies / M
DSRM, ELAV/HUD family splicing factor, heter(
Protein Functions / Functional Domain
Arg-Gly dipeptide repeat domain, dsRNA-bing
Subcellular Location

Cytoplasm, interchromatin granule clusters,
Targeted By miRNA Functional Cluster:|

&5(2. Summary RO F2&EIIWIIT3EDFOEMIBIREZHER TEET,
Interaction Network 27Uy 93 E TR FEARBERZF DD FORYNI-IhFRRENET,

INTNORBELERZS TS BZET Relationship Summary ZBETEF9,

Relationship Summary X
Wiew relationships betweer:41GF|APOBEC

Click Add Relationship to create a custom relationship. 1=

{l

Latest Ineenuity Findings (Glick link above to zee all}
Ingenuity Relationships =
localization [3]

Human ACF [A1CF] protein increases localization
of APOBEC1 protein to nuclei.

protein-protein interactions [20]
Interaction of ACF [A1CF] and APOBEC-1 occurs.

q]

&5(C. View Relationships Between * * x * * &7y 3L RRISHREMERTEET,
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FATH DESIGHER

Build X=1— o semiAy
BUILD R7>%&IUYITBCET FERDFETRYNI—I%ILER T BENTEET
Spices BREDRDIAHDIRTEFIESZISIRTZE,

Grow : BIRUD FLMHBEERZII DN F. FE D FLRIET RRE. taEzEALE Y,
Path Explorer : D FEIDIRIEZIRZRL. DFBICTEI 2D FEIFALET,

Connect : D FHEOHEE/ERZIBEALFT .,

Trim : AERD FOHEEERREZHIBRLET

Keep : #8EUABRO D FOEE/ERREZAL. MDD F. HEFRAZEELFT,

Add Molecule/Relationship : FiLLVDFEBE/ERZENULET .
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BHRUED TS, BETIDF. &R/ HEEEIRTRTS : Grow
Molecules 47

BIRUVED FEBEN BB Fary NI —JISENUE T . -HEFROIERRD D FORBAREDENEN TEET . Grow

Tl Grow 7tO7FE. Grow TENMENLD FORIODEEEROHAMEMEINET .

g

Tool: | Grow

>

Molecules\\l D|5935e5 & Functicns \‘

Grow from selected molecules to molecules and relationships based
Apply to view new network.

Filter Summary

Consider only relationships where

on specified criteria. Click

B - EHERNAAEERZEIR

confidence = Experimentayaszwaj—

[=] General Settings

BT 553 FOEZIEIR

Interactions /
Direct Indirect

ER FiREEIR

Grow out...

1 All molecules

i Get max of molécules at a tim
...that are

Upstream or Dowﬁream

/

|
BATIDFESTLYSEERNEENTH FFED
FEATRESR. T -5y UAMARDD FICRET S
R

...and limit molecules to N
i Use Ingenuity Knowledge Fase HEEROT -9V -2 %iEIR
) Use Molecules from Andlysis/Dataset/List... [T
/ HEEVERAOHRZER
Change Analysis/Dataset/List T
: / EVIEREIBIREIR
[¥] Data Sources All / / / ﬁl TIT
[# Confidence Level Experimentally Db@gw?/ / #Hfd, Cell Line BHEBHRZER
L T TR
) Species Al v / PHFOI1-T- ST DEIEER
[ Tissues & Cell Lines All / L
- ENNT HEEERZIER
[# Mutation All / = T =
[# Relationship Types All A/ TV -ADFRKERZEIR
L TTIT
[# Publication Date Range All / Ebu@%ﬁ?@/ﬂ’fjﬁﬁ?ﬂ
% Node Types Al / I |
¥ Diseases Al «— IR %ﬁﬁ?ﬁfﬁ
¥ Biofluids Al «— Biofluids TH>I\INFEIRL TV F &R

Grow 7t ./—RzJUvIUEIR (BEHEEIR

|
e =

B]) #&. APPLY /R5>T Grow 23

Diseases & Functtions 47

HEMEL TV RYNT=IFR 0D F 1 DU ENEET 278 /HEEN Fisher's Exact Test @ p-value JIE([C&RREN

ig-o
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RYNI—IHRODFREIRT DL TDDFHEHET DEE/AEEEN) (51 henE .

4 Overlay: Fold change([Idiopathicl

Tool: ‘Gniw— v| M V
e | Any : S FEEIRUEBICVT NN O FHES
L@“Za’f%%ﬁub\} 31 bEns

of the selected molecules
BN FREIRULRCETOD FHEEET D
%ﬁ'éb“/ 151 bh&Nn3

=
O

=

[0 —o— [0 0l
)

Indicate diseases or functions related to

Consider all functions

Add column(s)
Diseases and Functions s p-value Molecules [¥]
function of muscle 8.93E-06 FST, ANKRD2Z...all 5|~
hydrolysis of lysophosphatidylchelii3.88E-05 JMID7-PLA... ... all 2
import of K+ 1.22E-04 |ATP1AL, K... ...all 2 PP
generation of actin stress fibers  |3.77E-04 MYOC, FRZB ...all 2 “-@
mass of quadriceps femoris 5.95E-04 FST, SSPN ...all 2 2427
essential hypertension 7.67E-04 IATP1A1, ECElL...all 3
formation of ostecblasts 7.90E-04 FST, FRZB  ...all 2]
delay in initiation of differentiation |9.16E-04 SSPMN Ll 1
hydrolysis of L-alpha-lyscphosphat|9.16E-04 JMID7-PLA... ... all 1
mass of skeletal muscle 0.48E-04 FST, TMFS... ... all 3|
dysfunction of heart 1.04E-03 [TNFSF12, ... ...all 3
contact growth inhibition of squam|1.22E-03 SULF1 .. aII 1T

v q

IS4 NENTTRER/HBEZ 7y IUT Apply 29Uy 3 %L, IBIRUED FERB/MAEEOBER 2RI Ty hiRy ~D
—JISENMENFT .

: Overlay: Fold change([Ischemic] vs [Non-failing])

Molecules * Diseases & Functlcms\l |°

Tool: ‘ Grow -

[+]

Grow from selected molecules to selected diseases & functions

Indicate diseases or functions related to

Consider all functions

0 —o—[&] [©e|C
.f%\.l
D

Add column(s)
Diseases and F... [T]|, p-value Molecules (= reactivi V-1
running 2.84E-04 PRKAB1, PRKAB2...all 2{~ ~~ —_—
r'Mr TUSEUT PRRAEZ, PRRAET..aT T ~@¢- -
reactivation of HIV-1 |5.58E-04 SUPTEH, SUP... ...all
R a5.448
m =
1/135 RESET E‘k ]

DFEEIRE I, IR /HEEEZIZIRL T Apply 29Uy 93 EIRUIRE /HEEEL BEE S 2Ry ND— D2 Fh
TySTHEENETD,

Tool: ‘ Grow '| : Uverl_av: Fold change([Ischemic] vs [Non-failing])
. S
Molecules ' Diseases & Funct\ons\ |°| O\OI
Grow from selected molecules to selected diseases & functions O
Indicate diseases or functions related to
Consider all functions
| ’s)up'rmﬁ
g 7 msm \
I -
Add column(s) reaclivgwﬁn 3 HIV-1
Diseases and F... [T]|, p-value Molecules [ ~ ~
running 2.84E-04 FRKABL, PRKABZ...all 2{~ ~
ey Gl i PRICHETPRREE T gdh;éhf/
reactivation of HIV-1 [5.58E-04 SUPTEH, SUP... ...all 2| -
- . Lk TR P T R caE Dol i -16.446
R o
FS 4
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NEITIDFEMREKTS : Path Explorer
BFEODFRICNTES DD FEIRRLET,

——

@h Explorer

> X

Apply to view list of shortest path(s).
Filter Summary

Add molecules to set A and B and explore shortest path(s) based on specified criteria. Click

Consider only relationships whe
confidence = Experimentally ObServed

EizH - EHEREEFRZER

DT (#8#4\]) =EIRUL ADD TiEM
[ General Setting/ 1=
tmeractiong,” AREAEFID IR
Direct Indir i |

DT (#8#4\]) =EIRUL ADD TiEM
seta ™

.

S

BAIDIDFEFLYS2ENEEN TN FFED
FEATHESR. T -5y VRO FICRETS

Direction: |From S% toSet B «| ---

sets

JABESIN

[

% Use Ingenuity Knowledge Base

i1 Use Molecules from Analysis/Dataset/List/..

Change Analysis/Dataset/List

I

Il |
HMEEROT—5Y—AEEIR
[T
I EEFROBREZER
|
HYrERE B IR EIER
N |
#B#. Cell Line BhiEIEER=ZEIR

4

Data Sources All

/)

[¥] Confidence Level Experimentally Jb%v?z/ ﬁ DBFDZI1-FT—3300FEEEIR
S ‘/ / ‘Ebuﬁ“&ﬁﬁ{’ﬁl}:%‘%%})?
[+ Ti Il Lines All ¥ / = =
+| Tissues & Cel | |.
. K y
e 79— ZDFREFLEIR
[¥] Relationship Types All K | |.
[¥] Publication Date Range All & Eﬂﬂ@%ﬁ?@@{j’iﬁy){
il |
[¥] Node Types All Ac o= . N
FRIR BEIE ) T2 IER
7 Diseases Al “« [
iofluids T CIAFIRL TL) %

R p— Biofluids T@T;’]D FEL TV FZER

“« APPLY Ti&RZRRIE

=

¥ : Directions ® Any Direction &ld A>CEB 2 AEB>C REDFIIIBEMEDIETT,

DFARRUIE. ZEI D FRENMLET.
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TEREOIENN

Networks \\ Overlapping Networks ' [£] Network 1 ‘I\

B @) e [6] x] [ (5] o] [ View: (] 1] [2] 4B =] 2oom: (4] [@] Export:iEst Set =29t (&)

: Overlay: FC ([Ischemic] vs [Normal]) ZB?DE KE{I':E\DE

Tool: ‘ Path Explorer -

3 shortest paths were found. @@@

Filter Summary
Consider only relationships where
confidence = Experimentally Observed

E 2015
i
ceoa e

'Qrﬂ-lr Be (1)

ano7s
1253

0 =s—1e ol

T DIFeCT ¥ INarect a
SetA  revove|
|cer3

ADD TO MY PATHWAY R5>T
XyhI—=I(SEMNTS

() Use Molecules from Analysis/Dataset/Li

@ Use Ingenuity Knowledge Base 7, Al ‘ ﬂﬁg-ﬁﬁ?iy%i%ﬂ{

Change Analysis/Dataset/List

[ [¥] Data Sources All

[4]

[#] Confidence Level Experimentally ... 1l L B y
[ [ Species Al View ‘Shortest Paths (3) -| paths ‘ 1-3 -| =G
2| [ O] paths | Set A Molecules Node 1 | Node 2 | Set B Molecules
R IR ZEIR — v 1 L ovTh3 T sLc2a4 UBE2! " NOL6
‘ 0 2 iome s © s o

XMET B FEd Shortest (]R52) . Shortest+ 1 N'SiBIRBJEETY .
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DFHEOEEER%EIET : Conn

ect

BIRUSEHOD FRIT ABEER (F1LIN 1294090 B3 t0zEEFR TRUEY,

I

<_‘L,w£onnect

-

connections.
Filter Summary

Consider only relationships where
confidence = Experimentally O

Connect selected molecules based on specified criteria. Click Apply to view new

EiZH - EHEREEFRZER

rved

/ HEVEROT —5Y—AER

[=] General Settingﬁ/

/| R AEAROREER

Interactions
Direct Indirect

IT T
// / EVEBhEFIRER
T

[+ Data Sources All

[#] Confidence Level Experimentally Dl:ﬁenjé//
L /

Y / / / %H%%Jz Cell Line Bh&EBHZER

DFOI1-T—-23OBELER

e

|’__
-

=i 5

DF 1 DZIEIRL Connect 23179 %

[¥ Species All / / / e
— - BN BHEE/EREEIR
[¥] Tissues & Cell Lines All // T
® Mutation Al ¥ 75— 2OREEAEEIR
[¥] Relationship Types All / | | |
— " DFOIATEHEIR
[¥| Publication Date Range All T
M Node Types Al o BRRRAES) T AIRIR
T T
| B Diseases Al ‘/ Biofluids TH>/WIHRHLTVS D FHRIR
Biofluids Al /

Connect UlzL))— RaiEiR.
APPLY THeZRRA

) view (3] (=) 4B 2] zeom B (@) @) -

ILRD, .
:

~

~

ATE AT

~

~

RE, TR(3)

~

~
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Trim. Keep
RIEFEE Connect EEHRTY, BRE (Trim) | &R (Keep) MWHRELEWVDF. HEERAZTEIR, 2425 EL
T APPLY 29Uy 9 3¢ V. 3F. ABEERNRE. REEINEY,

Add Molecule/Relationship
Add Molecule/Relationship TIE1—HF—h$LW\DFEHBIERZEBITRZENTEET,

iafd H

Summary ', Metworks ', Fun
=l Metwark 1 \

1ENUIEL — FOREREZER
OVERLAY)J[PATH DESIGNER ‘n.-’iew: @ vE] |ZJ Zoom: @ >

y4
;| Add Molecule/Reldtionshi - = 2
<.i| olcule/Feliorahi /m) 2.900T)—RzENN
Toolk Add Molecule/Pelftionship
Select a molecule or rflationship type then click FR
the diagram to add i

Molecule Types:
Select a moleculs/type, then click the diagram to
add it to the Pajfinay.

| (I biologic drug | =
|C) chemical - endogenous mammalian |
|D chemical - endogencous non—mammalian |
| () chemical drug |
| () chemical toxicant |
| @ complesx |
| l:‘ cytoking | ||
[ el

Relationship Types:

Select a relationship type, then click a molecule
on the diagram and drae the line to the second
molecule.

| —® activation

| — chemical-chemical interactions

| —® expreszion |

chemical-protein interactions

| — inhibition

| —O leads to

| —® |ocalization

| —® modification

Search Node Settings
| |
| Mame: | |
mily *ﬁiulugic drug ¥|
— \

*ﬁ%gé :t_c\j_l/‘yy/‘\\_z cation: Unﬁqown x|

CHBDTFEENYTRTE [ A2 :
E=cription: j"/W?/\‘—X(C%E&\b\ﬁ?%EQEg—

dimaE%R. DFOME. BT
Save As: %J—ﬂ‘—h“fﬂwéztb“_@f—?ig—o

nTeEET

—Ew—li

XI—Y-PAVSFINTERUDFEEF T X-INDEFT.
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HEFROEN

el i |

Summary\ MHetworks \ Functions \Oanonical Pathways \ Lists \ Pathways \ Molecules  Metwork Explorer \ Overlapping Networks \
2 Metwork 1 \

B %3] Eedi [x] [ ([0 o [ ) T

\.-’iew: % SE |ZJ Zoom: —C')‘ 2

Tool: | #dd Malecule/Relationship v| : -2_59é\ =
Tool: Add MoleculesRelationship 2 . *H E'ﬂzﬁﬁ %EDD btb\ﬁ
Select a molecule or relationship tvpe then click D .I. I
the diseram to add it. < N

the dostan o o F.#IT@E DEMO 5
Select lecule type, then click the di t — I — .

a0 1 10 e Pty \ PAFAH1B3 (CR3vJTI3E
[CEETE | \ HIEAEREERLET,

‘C) chemical - endogenous mammalian ‘ —

‘C) chemical - endogenous non—mammalian

| () chemical drug

‘ @ complex
‘ l:‘ cytokine
[ a

Relationship Types:

Select a relationship type, then click a molecule
on the diagram and drag the line to the second
maleculs.

| —® activation ‘\

| — chemical-chemical interactions

‘ () chemical toxicant ‘
1

l

1.ERUIVMB BRI DS 1
THER

| — chemical-protein interactions

| —® expression

| — inhibition

| —0O leads to

| — localization

| — modification

HE/FRBHROENM

AVSFILOBBEERICET 3B ZENMUIWNGEE ABEERZITILIIyIL T MEERYYY-H5 ADD
RELATIONSHIP 9272 #RU TS0,

Edee Summary B
View relationzhips between:DEMO|MOIG | EEE = 6|
Custom Relationships =
activation [1]
DEMO does not affect the activation of edit delete
MT1G.
oK
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EYIEETE

ﬁ Felationzhip Detailz

Gpecies— rNode r... does thiz function to Node
‘ (@) Human ® DEMO ) Indirectly ©or undetermined) ) Directly r DEMO
O Mouse © Mma @ Affects activation L ® uma
O Rat ~ 1 Tnreas o _
Ootd IBRZERTE O Decred AHEVEFADIEREZERE RRZERTE
Relationship description Feferences, notes, ete,
WMEERYIU-((RREN3T EREERAIIEE
FANzhmEE
SAVE R TIRTFTEET,

EBINUAREEREFLYSA-Z(CFEMENT | ZORY NI —IHRTOHRREINET
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OVERLAY X:J.— v|WM[FiTH DESIGHER
OVERLAY RI>ZIET. WAWARRIBHRZERY NI —I(CFRIRT DN TEFT,
CCTEA=N=LAAZ1— DB L RRAIBA—/N—LABEBEICOWTEERRLE T

Analyses, Dataset & Lists : 77ty Mo#TiERAOFEIREZETA—/N\-LILET,
Drug : Drug & Drug {&#BRzFzRUET .

MAP : FIRZEFRZITVET.

Disease & Function : RyhNJ—IHD3 FEIRE. HEREDBIEZFRRUET

My List : I—H—HS14TSVIARFURVA N OB EZFRRUET .

Canonical Pathway : BIRID/\XD1A EDRFEZFRRUET

My Pathway : 1—-H IS/ TSVIREFURY NI -IEDREEEFRRUET .

Ingenuity Tox List : BEXIOF MU MO EZFRRUET .

Biomarkers : BEAXIDON\A AN —H—E DR EZFRRUET .

Highlight : A8 RIERIREZIETEL T X920 7. HEERAZ/\ 131 NFT,
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REDOA—/\—L1 Analyses, Dataset & Lists
fhOfEATFEERY® Dataset @ Measurement Value 1 Tissue Expression OFIRIERERYNI—-I(CA—-N-LALFE

9, N—Fv— NMI(IERBBFERED Expression Value 8RR TEET,

< Overlay: | Analyses, Datasets 8 Lists ~ 3| Overlay: Ischemic, Expr Fold Change
MIE[
[ Ignore Cutefs— . Q@I
Cutoff B3 |5
Overlay datasets, analyses and lists T
c -
2]
2= B Py
< g, E E SESN3
=} B lo|E| 3 -
£ | Name (select to overlay) Z|d|=|d I TestNote 912
1 Ischemic TV —
2 HeartFailure(FC, RAW) - [Idicpathic] vs [Normal] 34 v i =i A=IN=LAUVETHIER. 74
Ty UAMNZENMTS
] Add |[® lected | |~|,'|1‘f;‘):‘g< 1 Tl
A MOTE... emove select: \
?:5%- ~. _ \
Matching molecules & “'"-_‘- r (1
@ // A~ ' } R
/  Symbol T Display name ¥ Index /oA \RF
Measurement 41 2 Ischemic // ' '
B 7 | FIyrEANBE—BETEIRULS
T DENNDS e o —
N FHEC\-Fr—M'ERR
KRBA2 KREA Expr Fold Change Test Note 471
Expr Intensity/RP... - - TEITZ T
— I !
MED1 MEN] Expr Fold Change ™ = -3.829 9:-\7 r\;&g J“Ja V’
_ o e =
Expr Intensity/RP... B j%t}}z\_j(o l\j\y
T
MeCc2 Mccc2 Expr Fold Change MFN2 9(%5@.]6.[155
Expr Intensity/RP... _|z0.604 . PR
B2 SICR1Z ExprFold Changy/ . 2.357 4 76 (
- Expr Fold Change HU\
> /7
MDM2 MDM2 ~ - ClBorf72rrz) Testh
- 9327.557 NS
Test Note 1019
I . PP(1)
MEN2 MFN2 prFold Change ™ -17.564 Expr Intensity/RP...
xpr Intensity/RP... 1 ]
: A
Selection meaning: select nodes display node charts MTHFD2
N i
VS
~ Graph overlay options e N A
: BB SEZEIR Test Note 63
Fill Measur Show value Range T
) ExprFold Change O -46.855 B il | 8.740
Annotations Show value
Mote
— —
{Displa}r Isufurm%jiu\n ﬁ%T(Lty'fE%%ﬂT\ ’i
|

J—=MEAOABEZNDF T (Rt

Dataset H(C Isoform BIFIRE

&30 FeEBT/\(51 b
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MAP (Molecule Activity Predictor) ®A—/\—-LA

MAP Z&iRU 7&’7')“}’7@79&\ MAP HEEZAWT, BIRZH D FICIoTRIDOD FHEDLICFE

WEHENINZTFRILET . TRIOHITIE GSK3B H'FEIR LR UKER. GSK3B (C&o>THIRIIFHIZNS Finding h'é
3 Gli BFEIREFET . FIRTUESNS Finding £'%% CTNNB1 IR ER I 2EFRIENTOET.

more confidence e FIETRARAEROLSCRIB L EHALYSE, BTFASRTERSN. TROE
@ rredicted activation () FEMASLEOESEVETERRENET,
@ rredgicedinhibition ) 1> ELIBIRERVERNCE. USBEIERES TOREAD. S FEDOENNE
Glow indicates octvity vhen @y @y METFRICEEIEET. (HFHHRTHDIBOBAFISBIITTELIER.
opposite of measurement

SENTRELTBEFRRNED)

HEVEADIRF Findings (CEDERIRTUELZESTIRNMAL DT, HIRINHI 265 IHRIBE T, Findings O
mEE Data Set FOFRBREBORSHNEHMURVRICEEER TR RN,

T

[E New My Pathw... ' [l Network 3 No...\l
A &3] Ed\t:@ x| [F 0 Al e @ GuERLAY)||[FATH DE

L) View: J |:J 5 zoom: .4 Export:@ »

TR Prediction Legend
more extreme less
@  Upregulsted (D
¢ Downregulated

more confidence less (B

@ Predicted activation
s
@ Predicted inhibition (3

Predicted Relationships
—— Leads to activation
= Leads to inhibition

Findings inconsistent
with state of downstream ||
malecule
— Effect not predicted
AR

-

]

Overlay: ‘ MAP (Molecule Activity Predictor) v| :

You can predict the upstream and downstream effects of
activation or inhibition on other molecules. Begin by
applying expression values from a dataset or analysis, or
interactively in silico.

=

0 —o— @] ©e|0

Predict effect of dataset or in silico changes

I:l Display prediction legend

Predict effects:
|Up5tream and Downstream

Activate or inhibit molecules interactively in silico

Select the value to apply and then click the molecules
you wish to apply them to.

Use expression values from a Dataset or Analysis

Current Analysis/Dataset/List:
Customn Dataset - 2012-12-25
0523 it

Change Analysis/Dataset/List 7
KRE:MEI/NP N

Predict Effect : bR+, FRDFLINOFRIBFRZITIONEELET,

it
: TROFRIZZTWIVTEB DD FEIIWIFTBIET, ZORFHFER ERUBRCERD FOF

MBS ADRE L., BROFNIZE I WIVTHERDD F2IIvIF BT, FIRE FURIRICS A58 8% FAIT
SR
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Change Analysis/Dataset/List : R 0OfEMTIESR/Dataset/List DREIREZFAVCFRIZITIEN TEET,

You can view the expected activation state for a canonical pathway.
Toggle the expected state on and off to view the differences between
it and your expression values.

Cancnical pathway activation
[] Color by expected activation state (press 'a’ on keyboard to toggle)

[] Show additicnal causal relationships

ig_o

Canonical Pathway TRUTORBHERRINET,

Color by expected activation state : F1vJ)Z AN3IET
H)ZHIVIRZADIA DEEFRAICAAVTWS N Y- 28 TEE T,
Show additional causal relationships : F1vJ%Z AN32&
TINA—>m3 21— MNIfERUE causal relationship ZHEERTE
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Drug OA—=/\-LA

Drug Zi&iRI 3L, Ry hI—VICBEEDHSD Drug DURMYFERENE T, Drug ZF1vI9 3L F—YNIRHTVSS
F(C Drug INIVQFRRSNE T, FDA TEREISNTE Drug. FRARERERTNOZFEIRIE, HLUBREPLIEFENUZ Ny TE
nxg,

[El@ Edit@ X F |.[—| C @ VERLAY/I[FATH DESIGHER View: %{EE E] Zoom:
= ——

( Overlay | Drug )

"
B e

1*

Select drug labels from table to be displayed on pathway. ':_:' -20te

O] Drug Mame [# Molecules — | Targetis)

natalizumahb 1 Integrin alpha 4 beta 1

EMD1 21974 1 Integrin alpha 4 beta 1

[ call 1 COLEAZE Inte
[ fludardgine phosphate 1 DMA-directed RMA poly.. I IRR: atalizumab

[ efalizum 1 Inteerin alpha 4 beta 1 —
[ zaledronic\eid 1 FOFTI*

[ tirafiban 1 Inteerin alpha 4 beta 1

[ Tak-475 1 FDFTI*

] TP 92m 1

A—=I\=LAUFL) Drug
2EIRTD

IR% EMD121974 }

NIV LS54 hRR%Z ON (C9%¢ Drug —&ICh—
R YNeEDEZEININERT
an3

Mode Tnteractive [« T

.

Ky RI—J5D Drug INIVEFTINIVYIFBIET. Chem View TRERIBHRBEZME T LN TEFT,

Chem View: EMD121974 - Interaction Network > View Reagents (0) Provide Feedback | Live Support

Review the categorized literature findings and database information for this node.

Summary

Synonyms: 188963-51-6; 2-[(25,5R,8S,115)-5-benzyl-11-[3-(diaminomethylideneamino)propyl]-7-methyl-3,6,9,12,15-pentacxo-8-propan-
2-yl-1,4,7,10,13-pentazacyclopentadec-2-ylJacetic acid; C27H40NSO7; cilengitide; cyclic-Arg-Gly-Asp-D-Phe(N-methyl)val; cyclo(L-
arginylglycyl-L-aspartyl-D-phenylalanyl-N-methyl-L-valyl)

Systematic Name: cyclo(L-arginylglycyl-L-aspartyl-D-phenylalanyl-N-methyl-L-valyl)
IUPAC Name: 2-[(25,5R,85,115)-5-benzyl-11-[3-(diaminomethylidensaminc)propyl]-7-methyl-3,6,9,12,15-pentaoxo-8-propan-2-yl-1,4,7,10,13-
pentazacyclopentadec-2-yl]acetic acid
CAS Registry Number: 188963-51-6

SMILES:  cc(c)[C@H]1C(=0)N[CRH](C(=0)NCC(=0)N[CEH](C(=0)N[CREH]
(C(=0)N1C)CC2=CC=CC=C2)CC(=0)0)CCCN=C(N)N

¢ InChI=15/C27H40N8O7

/c1-15(2)22-25(41)33-17(10-7-11-30-27(28)29)23(39)31-14-20(36)32-18(13-21(37)38)24(40)34-19(26(42) 35
(22)3)12-16-8-5-4-6-9-16/h4-6,8-9,15,17-19,22H,7,10-14H2,1-3H3,(H,31,39)(H,32,36)(H,33,41)(H,34,40)
(H,37,38)(H4,28,29,30)/t17-,18-,19+,22-/m0/s1

Chemical Formula: Cz7HaoNsO7

Molecular Weight: 588.65580

PubChem Link: 176873
HMDB Link: -

Canonical Pathways: -

Top findings from Ingenuity Knowledge Base (show all 24 categorized literature findings)

regulates: ITGAV, [TGB3, ITGBS5
regulated by: --
binds: ITGAV, I[TGB3, ITGBS
role in cell: apoptosis, proliferation, necrosis, infiltration by

disease: metastasis, neoplasia
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YNNI —-IDiEERRT Disease & Function

RYRT—IthDD FERE, #EECDRBIE% Fisher's Exact Test @ p-value TRUZEY,

—

Diseases and Functions

‘ p-value »

i1 [v] Organ Development

&[] Carbohydrate Metabolism

#[_] Lipid Metabolism

Small Molecule Biochemistry

[ | Relevant Diseases and Biological Func

8.93E-6 - 3.66E-2
3.88E-5 - 1.74E-2
3.88E-5 - 3.36E-2
3.88E-5 - 3.85E-2
1.22E-4 - 3.6E-2

5.95E-4 - 3.89E-2

&[] Cellular Growth

BIRUIR B/ HREBIE D F 1Y) A 51 ban&d

— == (O] [0]@]©

&[] Embryenic Development

&[] Connective Tissue Development an7.9E-4 - 3.66E-2

7.9E-4 - 3.66E-2

&[] Organismal Development 7.9E-4 - 3.66E-2 13 =
&[] Tissue Development 7.9E-4 - 3.66E-2 14

&[] Cellular Development 9.16E-4 - 1.37E-1 11

&[] Cardiac Dysfunction 1.04E-3 - 5.5E-2 3

&[] Organismal Injury and Abnormalitie1.04E-3 - 4.81E-1 15

&[] Cancer 1.22E-3 - 1E0 8

&[] Cell Cycle 1.22E-3 - 1.27E-2 2

&[] Cell-Te-Cell Signaling and Interactit1.22E-3 - 3.45E-2 g

-D Congenital Heart Anomaly 1.22E-3 - 9.88E-2 1

] e e ebis pm e e Dhimem e o wee e s T T i s T i i | 114

Looking for labels? Use Grow to Disease & Function instead

9

4 Overlay: Fold change([Idiopathic] vs [M

FUNCUTIONS R5>%Z9Uy352E T, HEeNT IR I 2D FO—E=ZMHRTEEI .

Filter DMy IR ICHERERZ ATIL. Enter THEE I DENTI)-DRDIAHNTEET,

Functions and Diseases
£l Network 1 \l
Table view \l Tree VIEW'\\
[ ADD To My PATHWAY ([l ADD TO My L1sT (| ANNOTATIONS @- |&] p-value [7.27E-06 - 3.08E-03 - =
1| category Functions Annotation s p-vValue Molecules # Molecules
O Drug Metabolism conjugation of glutathione 7.27E-06 GSTM3, 1GSTM4, 1GSTP1 3 =
| Glutathicne Depletion In Lif conjugation of glutathione 7.27E-06 GSTM3, +GSTM4, +GSTP1 3
0| Gene Expression transcription of estrogen response elemer| 5.38E-05 BAG1, +ESR1, +PHB2* 3
| Lipid Metabolism conjugation of lipid 6.57E-04 GSTM3, +GSTP1 2
L1 | small Molecule Biochernist| conjugation of lipid 6.57E-04 GSTM3, +GSTPL 2
1| cancer breast cancer 1.09E-03 BAG1, +CLU, +DECR1, +ESR1, +GSTM3, 9
GSTM4, +GSTPL, +RB1CC1*, +VDAC2 -
= -
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SHOW FUNCTIONS N5>%JUy) 332 E T, RimDERENT I —(CLD—ERRNTEET,

Overlay: | Function & Digease vl
FUNCTIONS SHOW CATEGORIES [
Functions and Diseasesl p—value # Molecules

1 Relevant Biological F. 2
~[] transcription of mit1.21E-4
-] contraction of mus1.72E-4
+[[] metaboligm of succ? 03E-4
<[] morphology of inter21E-3
<[] Duchenne mugcula GIE-3
-[[] developmental proc311E-3
-] insulin-dependent 37E-3
<[] development of cos4.72E-3
-] interaction of actind.72E-3
<[] maturation of posts4. 72E-3
-] arrest in G0/G1 phE.39E-3
<[] contact arowth inhis.39E-3
<[] deeeneration of tur5.20E-3
~[] expanzion of pheacs 39E-3

R S A O U R R T T R T B

X INIVHEBE(L Grow W—)L® Diseases & Functions 9INfE&SNFELIz.
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My Lists

My List EXYhD—IFRDDFOREIE 2R RLFT .

B )(RAI11 EDA—I\—L 1 Canonical Pathway
FIEL TWLB Ry D=0, BEXID/ 211 DRFiEZFRUET

B %@ edit: (g (x| (T2 (9] (o] (g =

— 4
DR

(m‘ Canenical Pathway
\

displayed on pathway.

—
Select Canonical Pathway labels from table to be

| | Pathway Name| # Molec... | Molecule(s) |

Glucocorticoid ... 2
[ VDR/BXR Activ...
] Telomaase Si...

=
T
=
m
2}
=]
=15
=
&
(SIS NI NN

[ Glutamate Rec..)\
[] HMGB1 Signaling
[ Glutamine Bic...
[] Estrogen Rece...
[] PDGF Signaling
[] IL-6 Signaling

[ 1 Hypoxia Signal...

IRV L5140 "RR%Z

BEIR

e

[] GMRH Signaling
] Amyotrophic L...
[] PXR/RXR Activ... 1
[] RAR Activation

HSPSOAAL, NR...|~
CSNKZAL*, SP1*
HSPoOAAL, SP1*
HSPO0AAL, SP1*
MNR3C1, SP1*
CSNK2A1*
H5Po0AAL

ELAVL1

GLLL *

Overlay: Fold change([Isc
HIP)

(<]

0 —o— [©] [©]@[O

A

of 3%

{:C

cl YAMSINRT1/ZIER

H5Po0AAL
GMNRH

MNR3C1
SP1*

GMNRH
SP1*

GMNRH
GLUL*
MNR3C1
C5NK2A1 |

| 4

= or Signaling )
ON (ZF3L/CRI1(—E(Th '
VI ZEDEIEINILNAR
ey 1)

| 7
F % 4

SNIVEATINI YIS BET, BERIDNADIA%BIEE T 2N TEET .

RYRI=ICEFNTWVEDFH) A1 hanF T,

s

Edit: [ (x| [ (02 (9] o] (o S e

view: (5] [ =

4

=9
ole[o]
]

Glucocorticoid Receptor Signaling
Overlay: Fold change([Ischemic] vs [Non-failing])

Glucécorticoid

TR{5)
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My Pathways. Ingenuity Tox Lists
ENEND Pathway. List (CBLTVWSRY KNI IO F2iER TEE T,

NALAY—-h—15EH_RODA—-/\—-L 1 Biomarkers
RYRI—=IO)NA A - H— BRI T RENFET .

<ﬁerla5r. | Biomarkers ) v| :
Mn pathway. (7l
0| Application |  Dissase | # Molecules = | Moleculs(s)
Unzpecifizd Ap. Huntington's di. B DMA-directed ..
Diaenosiz cervical cancer 3 Myozin, TPRM2
[] Responz®to T.. breast cancer 2 Mywozin, Tropom..
[ Unspecified Ap.. hepatocellular .. 2 F Actin, Tropo..
[ Safety breazt cancer 1 HRAS
[ Proenosis bladder cancer 1 HRAS
[ Proenosiz hronic b-cell 1.1 Inteerin alpha 4.
[ Proenosiz ngn—zmall cell ... 1 Inteerin alpha 4.
[ Efficacy aztiyma 1 Inteerin alpha 4.
[] Digease Proere.. renaNcancer 1 Integrin alpha 4.
[ Proenosis coloredtal canc.. 1

DAMSB A AN —D—"%
#EIRTD

IRV (54 "RR%E -\ ON ([LIBL)/AAN—D—&
R (CH—YINEEDEBEINILY

E TN )

Mode Interactive

SN TINIITFBENA AR~ N—DIBHUNRIRENET

Findings: Unspecified Application - Huntington's disease

Review the information that supports the molecule-ta-biomarker relationship, Click the plus icon to view the reference information.

PlainText + | |EEEERIGELLELEE

Huntington's disease in humans is associated with downregulation of human DTNA mRNA in vastus lateralis muscle (Biomarker status: potential

biomarker).
Experiment Type: microarray analysis
15885475 Strand AD, Aragaki Ak, Shaw D, Bird T, Holton 1, Turner C, Tapscott 51, Tabrizi 5, Schapira AH, Kooperberg &, Olson IM. Gene

expression in Huntington's disease skeletal muscle: a potential biomarker. Hum Mol Genet 2005 Jul 01;14(13) 1863-76.
Source: Ingenuity curated findings
human Myosin has been used as a hiomarker for measuring the response to doxorubicin in the treatment of breast cancer.
Link to reference Current Controlled Trials,
Source; GWK Biosciences

Hepatocellular carcinoma in humans is associated with downregulation of human ACYL-COA DEHYDROGENASE [acad] protein(s} and human
AMINDACYLASE [ACY1] protein and human ALCOHOL DEHYDROGENASE protein(s) and human FRUCTOSE-BISPHOSPHATE ALDOLASE [aldo]
protein{s) and human ACTIN-RELATED PROTEIN 23 COMPLEX SUBUNIT 5 [ARPC5] protein and human CAZ protein in human hepatocellular
carcinoma and human CATHEPSIN D [CTSD] protein and human FATTY ACID-BINDING [FABP] protein{s) and human FRUCTOSE 1,6
BIPHOSPHATASE protein{s) and human FERRITIM LIGHT CHAIN [FTL] protein and human GLUD [GLUD1] protein and human HAPTOGLOBIN
[HP] protein and human NICOTINAMIDE N-METHYLTRAMNSFERASE [MWNMT] protein and upregulation of human ACTG1 protein and human
GSTO1 protein and human 3-HYDROXYSTERODID DEHYDROGENASE [HSD17B6] protein and human Hsp27 protein(s) and human Hsp70
protein{s) and human METHIONINE ADENOSYLTRANSFERASE [mat] protein{s) and human PROFILINL [PFN1] protein and human
PEPTIDYLPROLYL ISOMERASE [PPI] protein{s) and human TRIOSEPHOSPHATE ISOMERASE [TPI1] protein and human Tropomyosin
protein{s) in human hepatocellular carcinoma and human Tubb4b [tubb3B] protein and human THIOREDOXIN [TXN] protein and human 14-3-3
GAMMA [YWHAG] protein (Biomarker status: biomarker statistics exist and incomplete biomarker and potential biormarker).

Experiment Type: 2D difference gel electrophoresis

16335951 Lee IM, Chen CH, Sheu I, Lee HS, Huang GT, vu CV, Lu FJ, Chow LP. Identification of human hepatocellular carcinorma-related
biornarkers by two-dimensional difference gel electrophoresis and mass spectrometry, J Proteome Res 2005 Mov 01;4(6):2062-9,
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Highlight or Select
COEREFLU T OLIRDF. BEVERZ)\A 1 NI DIENTEFT,

q

— \\
WHighlight or Select // -

Highlight malecules and relationzhips based on zpecified criteria. Click Apply
to view zelections,

Filter Summary
Mo molecule or relationship criteria selected

IC

[=] General Settings

Interactions
[ Direct [ Indirect

‘ [¥] Data Sources

‘ [# Confidence Level

‘ [¥] Species

‘ [¥] Tissues & Cell Lines

‘ [¥ Mutation

‘ [¥] Relationship Types

‘ [¥] Publication Date Ranee

‘ [¥] Mode Types

‘ [¥ Diseases

‘ ¥ Biofluids

‘ [¥] Biomarkers

‘ [ Node Fill Overlay

‘ [¥] Node Gonnectivity

[ [#]

Interactions: #RUZIEZN. BHERBEE/ER

Data Sources: ERUT—IN-ZEBROBEEERA

Confidence Level: #RUAHBE/ERAREK

Species: EIRUAEYIFED Ortholog "EFN TV D F. EMRETHROEE/ER
Tissue/Cell Lines: #iRUI Tissue. Cell Line T mRNA HMEIELTWVS D F. BIROEE/ER
Mutation : 3 FNI1-7—>3>0FH

Relationship Types: #RUIEEDIEE/ER

Publication Date Range: EIRUIGGAXEERFR

Node Types: EIRUAEFEDD T

Diseases: ERUIERICEESL TV D F

Biofluids: #4RUiz Biofluids TH/\VEHFEIRL TV F

Biomarkers: #RUILERRDI\ A AY—H—

Node Fill Overlay: Up. Down RE®D Overlay 153k

Node Connectivity: {HED> FEMBBERZRIHOTLDN
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Species. Tissue & Cell Lines DFHEICDNT
— Stringent Filter : ZRUAEYDTED Ortholog 'S ENTLS (Cell Line T mRNA AFEIRLTULB) F.
(4£¥7E Cell Line) BEROABEIER%Z/\AS1833
— Relaxed Filter : FRULEYIFED Ortholog "EE&ENTLS (Cell Line T mRNA BMEIRLTLS) OFZ
I\1314h893
— Click to Define a Custom Filter : I FOLSREEMERENTEET
— Filter Relationships Must match Species- - &£¥)fERROEEER
— Filter Relationships Must match or be uncategorized (e.g. in vitro) --&¥EHRKELL(E
BB (f5l : in vitro) OAEEVER
— Filter relationship molecules other must match species- - HHE{ER THE(EN A NEY)
TE(CRIET DD F
— Filter relationship molecules other may be any species or uncategorized - -#HE/ERAT#&
(FN273F055 1 DNEMIECEIEL., £5 1 DOEYIEFREINIR
— Filter Molecule: - B3 F(XFF3I4I5F)>0

128, Stringent & Relaxed (FEA FOLIRERTE (CRDFET
Advanced DX EANES
Stringent | Filter relationship locations = Location must match

Filter relationship molecules = 1 must match; other must also
match
Filter orthologs = on

Relaxed | Filter relationship locations = off
Filter relationship molecules = off

Filter orthologs = on

FYNI— DR A(@)

I1-HY—-hRELIZ/NRAIIA (L SAVE 9> T My Pathways JAA (LR FENET,
CDEE, Approve this pathway in my Analyses (CFIv)% ANSE. BRTHFEERD My Pathway 70 TF—4twhe
DOREMNZFRRT D/ RAVIA DIEHEL TEFRENE T,
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|] FATH DESIGHER

KAFH{LF— Path Designer
JZATHAF =& IPA DRy NI =% I ST NIUNRET DENTEZY-ILTT,

fRELIL\RY NI =) DB T [EREEEEEmTEa R > 2480 TUZEL,

Iz, FIARVERR TIREELIZVS S (S File XZ1—h5 New T Path Designer Z#RUE T,

Ffz. BUILD t° OVERLAY #HEEEERTEEY ., Path Designer NT(HHRERBIERRICAVIDEZ TEEEADT.
HRRANBERTZER T IERIC(E. H5HUHBIERRICLTHS Path Designer ZFWTLIZEL,

SIM4T (DF) BEM. wHEKITS

s NIDZIFTES T/ T—ENRRENDZD T, BILLVWS 1M T2EATHSEEZIUYIITHIE TS 11 TRIE
INFBTENTEET

e
Node ZEIRL T s Tea ZJY) I BE TEHMIRMIREZITOIEN TEET

Edit: ‘ Molecules v|

DFOROEE

V. - =0 =

T e E0ZE

Ol ¥ | 40

L e e A —

S |A /[5\-‘-2;] - . 37— DERTE

= = — = —— ||~
Fill COM Gradients/ Weight

O
= - = FERNSRILORE
Change Selected Molecule Shapes to: ‘Path/Deﬁgner Default HEYFERI D FEHEIRT]EE
" NRALIT T Fa%ZERfE
olecule Label

Species-specific \\‘ Custom

TFAMDAIED RS
.
S | smatonsrs
Position Fill Color/
Chl o)

SR <8

e : TH+ARDIElER
[ ]
Rotate /

1 R —
0 120 240 360 VHAERE(ICRY
ot |
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51

> (1E{EA) ZEh. wEID

une RI>ZIUSILTHS D FRIZ RS & ROYT I BIE THIBAEEVERZER I LN TEET.

e

HEVERZERUT et )Y 9 2EFMRIREZITOIEN TEET,

Edit: | Line/Relationship -
Label Pasition
o O O
| &« E—
O m O
Rotate Label Show Label
| | - | |
o 120 240 360
i Straight Line \
Style Weight

f

Target Arrow Source Arrow

— < — -
Line Color Label Color
Label Border Color \
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INIDALEESTE

ININFRROEE
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HERRDEISTE

HRIZDEETE
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TEANZE. &EID

= NI ZIIIUTHSTHFANZEIIVEVEIEZ)VY I FBETTFANEATITBIENTEFT .

L -
EBIHERRUTETF ANGEIRU T e meal 273 BEF I RENRIRET T,
Edit: | Text - 7_':‘:X |\(DWF§
-;;):6.0 Pathdezigner! & 7__:‘:X ND@EE\
e — . S MARDEOES
DI 12|D 240 SSID
Fil FEZMMDEOEE
Border color
<k HERESE RS

Fe. THFARDE, TAY N BAX B RERF FEROT7AIVNSRELET .

| [ ~jiz_~](8]

7 —-bMREMTS
TILT = MEAWHRIBEDA A—Z%RY NI =BT BIENTEET

can i RIS HIUYI G BE—BNERENZO T, BHILEV A—SHERUEEE U IUET , BTSN A X -
ZIBIRTIBENTAD Drug THLK - #E/ NVefTIENTEE T, £ehmIUWIXZ1—H5 Move front & Move back
TLAV— %D FORIEICEBEITEENTEET,

Path Designer o

T Path Desiene.. |

() ) e ] (01 [ (3] [ (o D G v (] 4 zooms ) (@) (@) (@) (@] || Exoorties) B et ()
= [ 7] = @ = (2] [ella o =
M e :Edll __Cs\l frt -]

Cell Art

114



L¥1IYREEBMTS
PathDesigner TERRUIZS I/ (DF) (DWVWT, LT REERL TRYND—JEE(SEA T BZENTEET,

O —
- —

Leemna &)W I B2E T, PathDesigner OEEARICL D12 RhFRRENET,
2\ e [Locens ‘vN

Leeend

() [complex

"L":S ‘Enz e
1 i i () [Group/Gomplex/Other
i | 1 Complex i

'E’] ‘Phnsphatase

Enzyme

™ ‘Transcriptinn Regulator
.,

|
|
|
|
|
(nou)] ‘Trans\atinn Regulator |
|
|
|
|
|

i i
i 1
I 1
| i
i i
i i
i 5
I ’ H
B i '\_j Group/Complex/Other :
i I
L 1 =
i | | Phosphatase i T/ [Transporter
P i
Qi | | Transcription Regulator : () [Unknonn
I E
A [ . ! —— [Relati
il i ' Translation Regulator i [Reatons
= : — — - [Relations
i | Transporter ]
4) i : | A ‘Llplagrlate
i | ! Unknown :
i = !
| == Relations i
E C Relstens i Add additional entry._
2 : A Uplagrate : Symbal E cator [,
_________________________________________ J Text

ADD LEGEND

Add Additional Entry T Network FI(CEFNRVIERED Symbol H1BINTEET,

DBIISUTLSTY MEREL . B8(C RIS EIIIS BE Legend HEEMIENET.

115



NYII3I9VREEETD
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Ede Toal ZFRIRU TDS Sackamuna )W 52T, BROWEZITVET

Edit: | Backeround

Backgw/

HREORE

Backeround Gradient /
L. &
-

Backeround Image

J37-23>0)IN5->,

Upload Custom Backeround Imaee
Mote: Custom backeroundz are zaved w
Dezigner image.

CHOOSE FILE...

BEI7 A WVDOIIAR— b, ENRIRE

BOKTE
//—— 89— DIRIR
) BEI7ILDEA
ith the Fath
XJpeg-PNG-GIF

Path Designer TYERUZBURIE 74 )L TOE ALENRIN B]GET T,

AA—=TT7A4ILDRTE

THXERARNI7AILDRTE

Expnrt:@ EI_Jﬂ = &)

b. A

E-mail Ci&1E

7~

TYRT Ik
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NM A —H—E84F IPA-Biomarker

1. FRATORILAE
DTIVALZIY->h5 IPA-Biomarker > Analyze a dataset Z3&i4R.
F/z(Z File > New > Biomarker Filter #3&IRU. f#FzRIELET .

Assess toxicity and safety of test compounds in the context
of toxicolegical processes, pathways, and networks.

» Analyze dataset » Compare analyses

Filter your datasets and identify and pricritize potential
Diomarker candidates,

» Analyze dataset » Compare analyses

gGreate Core Analysis E

Select a Dataset

Upload a new dataset

UPLOAD

OR select an existing dataset

EHET 5.0Test

@ proztate cancer dizease subtwpine dataset txt

EH:I Hrav Heart Liver

- B HuFlxls

B Heart_Liver_LT35_P0O.0001xIs

. “B Heart_Liver 2FoldUp_PO.0005:xl:

EH:I Muzclelyst

B Musc Dyst 11-07-2006 183619 <

BT 3T 9% 7y 00— RIBIHE(C(E. UPLOAD R EIIWILET , 35L& [T—47vI0—-RIOEI33>%
TEEEWV, TTICYIO—- RBEHDOT 9% 19 BIC(F. —EDHHS Dataset #3EIRL Next 27UwILET,
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3. FRITODEE
ZZ TS Cutoff IEQANRE, BT DREZITVE T,

‘— T Select Filter Summary
3 Species Selecta ;
S0 mammal Consider all molecules
‘ Tissues & Cell Lines +[] Human
|| [0 Mouse

‘ Node Types ~[O Rat
| "[J Uncategorized
‘ Diseases
‘ Biofluids
‘ Biomarkers

Set Cutoffs

Expression Value Type Cutoff  Range Focus On

Exp Fold Change l:| -143.8362 t0 20,694 | Both Up/Downrequlated 1525 molecules eligible for Biomarker Filter

Exp Intensity/RPKM/FPKM/Counts l:l 2.1129 to 21933.81

Preview Dataset HeartFailure(FC,RAW) Observation: [FC ([Idiopathic] vs [Normal]) (1525) |

Biomarker Filter Eligible (1525) \ Mapped [Ds (1803) | Unmapped IDs (245) | Al IDs (2049) |

&) e o

Exp Fold Change Exp Intensity/RPKM/... D Notes ; _symbol Entrez Gene Name Locatien Type(s) Drug(s)
-2.752 187.925 210488 at A4GALT lalpha 1,4-galactosyltransf... [Cytoplasm lenzyme

I+ 1.553 244,174 239185_at ABCA9 IATP binding cassette subf... |Cytoplasm transporter

I+ 1.007 899.398 1554878_a_at ABCD3 |ATP binding cassette subf... |Cytoplasm [transporter

Run anaLysts il cancer

Filters and General Settings 33>

Species: - ZRUAEYIFED Ortholog N'EFENTVBDFH AT ENET,

Tissues & Cell Lines- -18FEUZ#E#. Cell Line T mRNA HMFEIRL TWBEEFOHNI(IIAI T ENET,

Node Types- -3 8EURIEFEOD D FDHH I IENET

Disease- - FEATNISRE T DIHRBHEIRUET . CCTIREURBEBHET DB T OHNIII T ENET,

Biofluids- - ##AT X593 Biofluids ZEIRULF T . CCTHEEL Biofluids T /\VEMREEINZD FOHN

T TENET

Biomarkers - - SRTXIRETBDNA AN - —DFERAERBZEIRLE T, ZUr. FREBRED Applications &
Disease Zi#IRTZF 9, Applications & Disease ZM /5% EUBRIC(E And 24 THFH I
AT ENFT,
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Advanced: -7y 3 3L T, Measurement Value OIRWVWVREZIETETEFT,

Advanced Settings X

Select measurement for analysis: This measurement will be used to calculate
directionality (z-scores) in the analysis and will be
displayed in color on pathways and networks. If you
choose a non-directional measurement (e.g. p-value)
then z-scores will not be calculated.

Duplicate Resolution

When IDs map to the same gene, protein, or other molecule:

Apply cutoffs before consolidating IDs: ‘Ve: (recommended) "

Measurement for resolving duplicates: ‘Expr Fold Change "

v‘ For maximum or minimum, the absclute value is used

Consolidate IDs using the measurement va!ua‘ maximum :
except for Loss/Gain measurements.

Observation to Include

Include Observation Name Analysis Ready
21 (v [Idiopathic] vs [Normal] 1525
#2 [Ischemic] vs [Normal] 1525

Select Measurement for analysis : Preview Dataset [CZx’~r&N 3 Measurement Value T9,

Apply cutoffs before consolidating IDs : Duplicate h'&DHEEID AT ID HNOEDDDFICRYES TSN BN
(C. ¥Y—ZHIIC Cutoff fBZ B3 2N &&EIRLET .

Resolve duplicates using Exp Value : Duplicate h'&D#EEID AT ID HNOEDDDFFICRVES TSN BERIC,
ED Measurement Value % Duplicate OFERICEW\HVEEIRLET

Consolidate IDs using the Measurement Value : Duplicate H&DEEDOA S ID HEDDDFIIIVE>
HENBBRC. EDLSRMEZRS TN Measurement Value EF3NERIRUET . 7 I MNRTEIE maximum &7o
THD Measurement Value DERK{fE (Measurement Value h' p-value OBROF JA)L RNEE(E minimum
TE/IMBE) %#olcAF ID MERENET.,

1. Maximum : Measurement Value OfE3HMENRORSMEZIEALET. (B : 1 &£-2 DigaEF-2 1

¥A)

2. Minimum : Measurement Value QfEHMENRE/N\SRMEZERALET ., (B : 1 &-2 DIFEE 1N
)

3. Median

d. Measurement Value h' p-value. FDR. Intensity ®I54& : ID OFMMBEEDIHE(EHR 2 DD
BOFIIEN, FEHOBEEFROENIEAEINET,

e. Measurement Value 7' Log Ratio. Ratio. Other MIHFE : ID OEMBEDIBZSEFHFR 2 DD
BOFIIEN, FHOBEEHROENIEAEINET, (FEXHMETEES ABWETY)

f. Measurement Value »* Fold Change D55 : 8%Y—hU. ID DN EFEOZS (EHROEN.
BEOBZSEIaNEICEUT-1/x OfEZz8EHU. R 2 DOMEOBE A EUEZEDFIIUIABEDONE

RZEHL. 1 LUTOEDZERF-1/x DEZEHLET.
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(5 Measurement Value #' 6, 3, -5, -10 DIFE(E. FR 2 DOMEDSS 1 LU TOIETHS-5 %
-1/-5=0.2¢0.0In (3) =1.1 In (0.2) =-1.6¢BAXEILL. (1.1+-1.6) /2) =-0.25
EFE, BT =0.77 EREREEHL, 1 UITFROT-1/0.77=-1.29 HthIUBEL20DET)

4. Average
d. Measurement Value H' p-value. FDR. Intensity D354 : Measurement Value O#&F1%z5t
BU. BT IBEMRAINET.
e. Measurement Value h'Log Ratio. Ratio. Other Mi%Z& : Measurement Value Of8F0%5t
BU. BT IEMRAINET ., HEIMET(EHE HEMETY)
f. Measurement Value i Fold Change D054 : BDMEICEALT-1/x DfEZEHL. £ETOEOE
AR EUEZED I UIABORERZETU. 1 LITOEDZEE-1/x DEZEHULET .

(f5] Measurement Value ' 3 £-5 OIBE(E. 1 LAFOMETHS-5%-1/-5=0.2 L. In (3) =
1.1 In (0.2) =-1.6 LEBAMEMEL. (1.14-1.6) /2) =-0.25 LF b, E1#=0.77 &R
ERZEHL. 1 UTROT-1/0.77=-1.29 HthdUELRDFT)

Observation to Include : ##Xi5kE9S Observation ZERULE T

Preview Dataset 733>
ABDT -9y NONE. BEMTICERINS ID REDIBHREHER TEET,
¥ <(ElPreview Dataste & ZE<fZ&),

4. FRAROZELT
BEMTDERTEZITOIZ4E(C. TRuNn Analysis|ZJUvI I 3L T, BTARITENETD,

ﬁ Start Analysis E|

Start Analysis

Project: 5 0Test

fnalyziz Mame:  |Anti Gancer High Doze Treatm — 2007-04-19

Motes:

{max 400 chars)

ZOBR. Analysis 2ZANT 201> RINRRENET
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5. FITHEROME

Project Manager

I:I My Projects

=HED 50Test

-{E Dataset Files

21 Analyzes

¥ Comparison Analyzes

EHED Biomarker Filter Results

EH—_'. Ainti Gancer High Doze Treatm - 21

@ GARMUSTIMNE_16_3d
’@ GARMUSTIMNE_16_5d
>|§ METHOTREXATE_27_3d
>|§ THIOGUANINE_24_3d
“& THIOGUANINE_24 5d

~{£3 Biomarker Comparizon Analyzes

& My Pathways

-l My Lists

ERATIEER (L. Project Manager M3% 293 Project M Biomarker Filter Results Y IAIAILRFENET

[E
[

wirnErhorz R r s psRanTOEe. =T3¢ B o nsransd.

T BRATHYR T 93E E-Mail TEBRINNEEEINFT . 20 E-Mail [FEREICLDXEEMIFI DN TEET,

FRATHRER (3. B2 ZI TNy BETHE LITF DL Biomarker (RO —EBNFRRENET

Filtered Results | All Eligible ', Settings

o0 10 parrway |l 200 1o LsT [l cusTomze T2eE [INETEIFY|

There are 15 genes in this view.

= Symbal Entrez Gene Mame Location Family Affymetric Fald Change
O COXTA1 cytochrome o oxidaze subunit WIa Cytoplasm enzyme 204570_at =-2133
polypeptide 1 {muscle)
O EEF1G eukaryotic tranzlation eloneation factor| Cyteplasm translation regulator | 211345 _x_at -2404
1 gamma
1| +FaBPT fatty acid binding protein 7, brain Cytoplasm transporter 205030_at 2870
O FHL1= four and & half LIM domains 1 Cytoplasm other 214505_s_at -2095
]| +GAPDH (includes EG2597)% | glvceraldehyde-3-phosphate Cyteplasm enzyme AFFX-HUMGAPDH/M33197_M_at | -373.123
dehydrogenase
O HBAT* hemoelobin, alpha 1 Cytoplasm transporter 217414 % _at -34877
]| +HBE (includes EG3043)= | hemoelobin, beta Cytoplasm transporter 209116_x_at ~55.795
O NNMT nicotinamide M-methyliransferase Cytoplasm enzyme 202237 _at -44927
1| +PRUNE2 prune homalog 2 (Drosophilal Unknown other 212805_at -2833
O RPL23A= ribosomal protein 1233 Cytoplasm other 208825 _x_at -2941
O RPL38 {includes EG:6169) ribogomal protein L38 Cytoplasm other 202029 _x_at -3.165
O SH3BPS SH3-domain binding pratein 5 (BTK- Cytoplasm other 201811 _x_at -2717
azsociated)
O | +TFRG transferrin receptor {90, G071 Plasma Membrane | transporter 208691_at 2164
]| #TPT1 (includes EGT178)% %umnr protein, franslationally-controlled) Cytoplasm other 216520_s_at -2493
O UBC ubiquitin G Cytoplasm other 208980_s_at =2.105

Selected/Total malecules : 0415
Name HDELFRIIZIIWITRIET. ENENDD FOFil2 REIENTEET,
FIz Name O F v IRYIR(CFIVIZANTHS ADD TO MY LIST TUAMRE. ADD TO MY PATHWAY T
RyhI=JIHRTO-3(CIE-TEFY,
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Compare Analysis

Compare Analysis #1793 T, #8250 IPA-Biomarker SERAFAITIENTEFT ., TORER. &V —TE
B Biomarker 1&#. VI —TF(CH&EIS Biomarker {REZRKRDIADTENTEET, LLERTE3D(E IPA-
Biomarker OFEATHEREI LTI . BRICIAIA—-ZMNITHSAERIZE,

DZAOPNZ: 2 0L 7

Comparison

“
Frrrrnd

|

F I —THES
AT —T—

T

Hg/ A —H—

FhE T

FRENRDODSIL—TTD
HE~—7—

1. FRFORIME
IIVALZI)->h5 IPA-Biomarker > Compare analyses Zi&EiR.,
F/z(Z File > New > Biomarker Compare Analysis Zi&iRU. f#rzRRLE T,

sl

—_— Assess toxicity and safety of test compounds in the context
of toxicological processes, pathways, and networks.
» Analyze dataset » Compare analyses

[ -

-

Filter your datasets and identify and pricritize potential
biomarker candidates.

» Analyze dataset » Compare analyses
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2. THDER

Comparison &% A1, LI 274958 %)L —T (53 TIERL. Run Comparison R9>%7UvILE
g_o

@Create Biomarker Comparison Analysis @

Label vour biomatker comparizon, zelect the Biomarker Filter Results to compare, and click Run Gomparizon.

Create Biomarker Gomparison Analysis

Chooze Project: ||‘_‘-| E0Test

HEW FROJECT

Comparizon Mame: |E|iomarker00mparison |

Motes: | Ll

Select Biomarker Filter Resultz to compare by addine to one or mare Groups.

Single Group Comparison = if you have datasets from patients with the same disease and would like to find potential biomarkers common
acrozg all patients, add all the Biomarker Filter Rezults to Group 1.

Multiple Group Comparison = if wou have datasets from patients from 3 different diseazes and would like to find potential biomarkers that

unique to each disease, add the Biomarker Filter Results from each dizeaze into different Groups. Ee. all Biomarker Filter Results from
dizeaze 1 would be placed in Group 1, results from disease 2 would be placed in Group 2, efc.

et

& GARMUSTINE_16.3d
5B 5.0Test - B GARMUSTINE 16 54
EHEEF Anti Gancer High Dose Treatm - 2007-04-19 1058 & 2
~B CARMUSTIME 16 3d ({2
S GARMUSTINE 16 5d B METHOTREXATE.27.3d
B METHOTREXATE_27_3d
B THIOGUANINE_24_3d p—
@ THIOGUANINE_24 5d roup
= ){rala;’ Heart Liver = [ THIOGUANINE_24 3d
= & THIOGUANINE 24 5d

RN COMPARISON CANCEL

Choose Project : Compare Analysis Z#£fF9 % Project ZiZRUE 9, #TUL Project (LIRFF I BBR(E. New
Project Z%7)yJU Project Z/ERULE T,

Comparison Name : Ep% 9% Compare Analysis D&aIZAIUET,

Select Biomarker Filter :

BN~ BB 2HTERZIBIRULET,

IIN=THOEDT, BBITFERNMER GBS (Bl : BUERRICEL TEMADEZREDT -INH315E) (& Group

1 (CIRTOEETHESRZ ADD UFY,

I -THMEEHZIBE (RE 1. 2. 3 [CEA. B0 Biomarker #EZRUEWES) (E Group 1. 2. 3 ([CEN

TN Group OfFFMfTiESR%Z ADD UE T,

L+oHITE Group 1 (C Carmustine (FiEHl) RS OREMTIEER 2 D.

Group 2 (C Methotrexate (FEHIHEIF]) 1HS5OREMTHER 1D,

Group 3 [C Thioguanine (BIMAEHEE) S OFETER 2 DZEIRLTVET,
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3. FITHEROME

. Project Manager

I:I My Projects

=HET B0Test

#HE9 Dataset Files

FHET Analvees

BHE¥ Comparizon Analyses

BFHED Biomarker Filter Results

EHES Biomarker Comparizon Analyses
|§| BiomarkerGomparison

&l My Pathways

~&el My Lists

ERATEER (L. Project Manager M3%29% Project M Biomarker Comparison Analysis Y7744 (IR TE

ENFEY . FATHEITHOMI(E EC VAW FRRENTVET, BTN TS 795 & TAIWFRENET,

7 FRATHMR T 9 BE E-Mail TERIAIMNEEINET . O E-Mail (FERTE(CLDXEZERPRIT D ENTEET,
FRATFEER (L, BT 22TV 3 3L TRIE, Unique Biomarkers O& Group DYFEMIINAAT—H—. ELLIE.
View Common Biomarkers Z&IR9 3¢ Hi@/ (1 AV —H—HBLFDLSIC Biomarker (&N —E&EEL TRRESNE

9, Iz Symbol #EDF Iy IRYI R (CFIvI%Z ANTHS ADD TO MY LIST TUXMERTF. ADD TO MY PATHWAY
TryNI—)IHZ2T0-3ICaE-TEFY,

BM Gomparison ool E
Unigue Biomarkers Common Biomarkers
. . . . Click the link below to view potential biomarkers common across D°rm°1.
O_Ilck a Ellomarker F\It_er Fesult name to view the potential all Biomarker Filter Results that were compared.
biomarkers unique ta it versus the others.
3 Wiew Comman Biomarkers
) Graup 1 |~ |
®
[+

Unique biomarkers in Group 2 \Oomparison Details\

e @)

There are 7 genes in this wiew.

O Symbal Entrez Gene Mame Lacation Family Atfymetrix | Fold Ghange(A1) | Fold ChangefA2) | Fold Change(A3) | Fold Change(A4)

[ | cuas GNAS complex locus Plasma Membrane | enzyme 211858 _x_at | ~5.642 -59.993 -13694 -3.004

[ | HEA1 hemoglobin, alpha 1 Cytoplasm transporter | 214414 x_at | -2913 -2.161 -44999 -2.785

1| numT nicotinamide M- Cytoplasm enzyme 202237 _at -2718 =-2.258 -2.807 -3.629
methyltransferaze

1] pram phosphorylase, elycogen, Unknown anzyme 206577 at | -5817 -15675 -B.806 -4119
muzcle

| RPL23A ribosomal protein L23a Cytoplasm other 213084 _x_at | ~2265 -177.370 -5.264 -2 366

1| TPT1 (includes EG7178) | tumar protein, Cytoplasm other 216520 s_at | -6.354 =-13.005 -3.326 -4068
tranzlationally-controlled 1

| uss ubiquitin B Cytoplasm other 200633.at | -3793 -9.658 -2.382 2674

Selected/ Total maleculss : 0/7

Unique Biomarkers : &9 —TEBONAAY-H—ZHETT
Common Biomarkers : &9\ —TH@ONAAY—H— & T
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microRNA Target Filter
microRNA Target Filter Tl& microRNA O5F—45"whk mRNA 1EHRZIFERIBENTEET,

1. FRHFORIME
NEW XZ1—H%5 New microRNA Target Filter %&i4R.,

FIzl$ File > New > microRNA Target Filter #3#IRU. fEMERMIALET

NEW 3%

New Core Analysis
MNew Tox Analysis
New Metabolomics Analysis

New Biomarker Filter

New microRNA Target Filter

i |
"{s Create microRNA Target Filter ﬂ

Select a Dataset

Upload a new dataset containing microRMNA

UPLOAD

OR select an existing dataset from your projects

E-E3 My Projects

| @[ 0309

. B3 SNP_Gene_overlap
-E9 GSE19350 GCT

-3 IPAB.B Test

-[E Acetaminophen

| [E 2010UGM(RA and CIA)
 #[E 2010UGM(Asthma)

TS 2T — 9% 7y I0— RI2IHBEICE. UPLOAD R EIIVILET , 35L& [T-47vTO- RO %
CELZEW ITICPYTO— RBHDT —F%fF#FTI (03, —EDHHS Dataset #iEIRL Next #IUvILET,
microRNA Target Filter T 927 -7y NMI3wad” microRNA @ ID A"EENTLRRENHDFT,
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3. FRITODEE

ZZTIE microRNA 05—y bETEd mRNA ZRDIAHFT .

microRNA Target Filter

et 5 et g 5373

Deta\ls\ Summary\
5 = O e —
Use (7| to filter a column. Add data or mere columns using 'Add column(s) [+ .

microRNA dataset: metastatic_melanoma_microR...  Add celumn(s) Relatienship Add column(s) MRNA Add column(s)

O ) Symbol Fold Change Source [ Confidence [=]| symbol Pathway [

[ |hsa-let-7c let-7aflet-7f/let-7c (inclu+-3.120 TargetScan Human High (predicted) AAKL Clathrin-mediat... ...all 1|ﬁ
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TarBase Experimentally Observeq AARSD1

[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human High (predicted) ABCBY LPS/IL-1 Mediat... ... all 2
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu/+-3.120 TargetScan Human High (predicted) ABCC5

[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human Moderate (predicted) ABCG4 LXR/RXR Activa... ..all 1
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human Moderate (predicted) ABHD14B

[ |hsa-let-7c let-7a/let-7f/let-Tc (inclul+-3.120 TargetScan Human High (predicted) ABL2 PDGF Signaling  ...all 1
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human Moderate (predicted) ABT1

[ |hsa-let-7c let-7a/let-7f/let-7c (inclul+-3.120 TargetScan Human High (predicted) ACER2 Sphingolipid Met... ...all 2
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu|+-3.120 TargetScan Human, mif] Experimentally Observed ACPL (includes EG:11431Fphrin Receptor ... ... all 3
[] |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human Moderate (predicted) ACPP Riboflavin Metab... .. all 1
[ |hsa-let-7c let-7a/let-7fflet-7c (inclul+-3.120 TargetScan Human High (predicted) ACSLE Fatty Acid Meta... ...all 3|
[ |hsa-let-7c let-7aflet-7f/let-7c (inclu[+-3.120 TargetScan Human Moderate (predicted) ACTAL Actin Cytoskel... ... all 26
[] |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human High (predicted) ACTR10

[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human High (predicted) ACVR1B Factors Promoti,.. .. all 4
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human High (predicted) ACVRLC Factors Promoti... ... all 4
[ |hsa-let-7c let-7a/let-7f/let-7c (inclul+-3.120 TargetScan Human High (predicted) ACVR2A Factors Promoti,.. ... all g
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Hurman High (predicted) ACVR2B Factors Promoti.. ... all 4
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human Moderate (predicted) ACVRLL

[ |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Hurman High (predicted) ADAMTS1 =
1 lkes tae oo 2 tor mgnis v pads 2100 E— Ly Mol £t AnansTeaa

|

VIEW FILTER SUMMARY

-microRNA Dataset 7/<3>(C(d miRBase [CE DUz microRNA J7=1)—¢ Dataset [CEFN 5 Measurement

Value h'sRan&d.,
-Relationship 47>3(C(E microRNA-MRNA -4y MEIRDY — ZAEZDIEFEMENRRENET

Experimentally Observed (& TarBase. miRecords. Ingenuity Expert findings &D185NT=3EER(C

JoTHESRSNA— Ty MBIRTT .

Predicted (& TargetScan &DESNIEFRAI—-TyMBERTT .

SAVE CANCEL

High (Predicted) : TargetScan Human ® cumulative weighted context score (CWCS) H-
0.4 LIFDBM, NId microRNA (C&2>T. mRNA 7—4'y hOFEIRZEE R LD IKEE 25%HNHIT2EF
AEN360TY,

Moderate (Predicted) : TargetScan Human ® CWCS H-0.2 1'5-0.4 ORIOED, CNE microRNA
([C&D2T. mRNA 5—45y NOFRIRZEEIFLD 13%H5 25%0EH THIHI T 3L FRISN3E0TY,

-mRNA 723>(2(& microRNA 05—y kD W\NEA -y MEED mMRNA iFRRENET
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Source, Confidence [c&371IWVIU>Y

Relationship 4>3>® Source. Confidence &0 ke zmwrsazer. BEDT—AY—-X HFED

Confidence [CED<Y—-4wh mRNA [BEROAH 2R RTEFET,

Source

TarBase

TargetScan Hum
TargetScan Hum
TargetScan Hum
TargetScan Hum
TargetScan Hum

[¥] [ | Confidence

[

TargetScan Hum Source

[ Select all

[] miRecords
[] TarBase

[] Ingenuity Expert Findings

[] TargetScan Human

Relationship Add column(s) mRNA

Source (=] Confidence [x] | Symbol 2
TaraetScan Human Hiah (predicted) Confidence

TaraetScan Human Hiah (oredicted) 1 Select all

TaraetScan Human
TaraetScan Human
TaraetScan Human
TaraetScan Human
TarastScan Hurman
TaraetScan Human
TaraetScan Human
TaraetScan Human

Hiah (oredicted)
Moderate (predicted
Moderate (predicted
Hiah (oredicted)
Moderate (predicted
Hiah (oredicted)
Moderate (predicted

+[[] Experimentally Observed
High (predicted)
] Moderate (predicted)

Moderate (predicted

T T Trer=Ter

TargetScan Huma

TaraetScan Human Hiah (oredicted)

TPT=uTsT=T

{5 : Confidence High ®%—%"wk mRNA OH%zFRR~

microRNA Target Filter
T o e
Detal\s\Summarv\
o= S —
Use (7] to filter a column. Add data or more columns using ‘Add column(s) [+ .
microRNA dataset: metastatic_melanema_microR... Add column(s) Relationship Add columin(s) mRNA Add column(s)
D +  Symbol Fold Change Source I Confidence Symbol Pathway =
O |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High (predicted) AAKL Clathrin-mediat... ...all 1|§
[ |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High (predicted) ABCBO LPS/IL-1 Mediat... ... all 2|
[] |hsa-let-7c let-7a/let-7fflet-7c (incluf+-3.120 TargetScan Human High {predicted) ABCCS
[ |hsa-let-7c let-7a/let-7f/let-7e (incluf+-3.120 TargetScan Human High (predicted) ABL2 FDGF Signaling  ...all 1
[ |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High (predicted) ACERZ Sphingolipid Met... ... all 2|
[ |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High (predicted) ACSLE Fatty Acid Meta,., ...all 3]
[ |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High (predicted) ACTR10
[ |hsa-let-7¢ let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High (predicted) ACWR1B Factors Promoti... ... all 4|
[ |hsa-let-7c let-7a/let-7f/let-7c (inclu[+-3.120 TargetScan Human High {predicted) ACVRIC Factors Promati... ... all 4
[ |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High (predicted) ACVR2A Factors Promoti... ... all g
[0 |hsa-let-7¢ let-7aflet-7f/let-7¢ (inclul+-3.120 TargetScan Human High (predicted) ACVR2B Factors Promoti... ... all 4
[ |hsa-let-7c let-7a/let-7f/let-7c (incluf+-3.120 TargetScan Human High {predicted) ADAMTS1
[ Ihsa-let-7c let-Taflet-7f/let-7c finchild-3.120 TarnetScan Human Hiah fnredictad) ADAMTS14

wAmzF-ocwaEETE TRy oerznnEs,

MRNA 07 J7— 33 EROEn
MRNA £330 Add column ElRS> %558 326 T. MRNA OF JF— 33 SR EIITEEY .

mRNA Add column(s) [&] | ||
SRS Pathway [x] Add Columnis) to section
AAKL Clathrin-mediated Endo
ABCB9 LPS/IL-1 Mediated Inhit 4
ABCCS [] Entrez Gene Name
ABL2 PDGF Signaling d
ACER2 Sphingolipid Metabolism 4 [] Location
ACSLD Fatty Acd Metabolism, Z [] Molecular Type
ACTR10 Pathway
ACVR1B Eactors Promaoting Carc 4 )

) [] Species
ACVR1C Factors Promating Carc 4 ) .
ACVREZA Factors Promoting Carc g L] Tissue/Cell Line
ACVRIB Factors Promoting Carc 4
ADAMTS1
ADAMTS14 Apply
ATARIT O Bnla nf Netanhlacte Me
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MRNA >3~

5] : Cancer [CB859359—45vh mMRNA ODHERR

BOIAHZITOTVBIRET(E

mRNA dataset: MDS_GSE4619_FC.xls

Add column(s)

D
201131 s at
228361_at
203819_s_at
211506_s_at
206591_at
201890_at
201131_s_at
228361_at
203819_s_at
211506__at
206591 _at
201890_at
201131 s at

Symbol
CDH1
E2F2
IGF2BP3
LRIGL
RAG1
RRM2
CDH1
E2F2
IGF2BP3
LRIGL
RAGL
RRMZ
CDHL

Disease
Cancer
Cancer
Cancer
Cancer
‘Cancer
Cancer
‘Cancer
Cancer
Cancer
Cancer
Cancer
Cancer
Cancer

NI DEHEDDET,

mRNA Measurement Value QiEET NIV
microRNA SEERREICE D mRNA @ Measurement Value ZH1F505E(C(E microRNA Target Filter (CEXD

ADTENTEFT,

Pathway
all 14 | Colorectal Cancer Meta gl| §
all 8 | Breast Cancer Requia al 11
all 3
all 8
all 17 | B Cell Development, Pri all 2
all 16 | Purine Metabolism, Pyri all 2
all 14 | Colorectal Cancer Meta all 8
all 8 | Breast Cancer Reauls gl 11
all 3
all 8
all 17 | B.Cell Development, Pri al| 2
all 16 | Purine Metabolism, Pri al| 2
all 14 | Colorectsl Cancer Meta 4| §

NI>=IIIU. AERT2I71)L. BULIE Dataset TiEIRUET

'4x Add mRNA dataset

Select a Dataset

Upload a new dataset

OR select an existing dataset from your projects

= E1 My Projects
1 E3 0309

[ SNP_Gene_overlap

[ GSE19350 GCT

\ [ 1PAB.8 Test

[ Acetaminophen
2010UGM(RA and CIA)
[ 2010UGM(Asthma)

Apply data and then:

@ Limit targets shown to mRNA in this dataset (recommended)

1 Show all targets found from the Ingenuity Knowledgebase

NEXT

RIS EIIISBEET . BRENTNBT ST — S IAERCIT B IS ITRET .

Limit targets shown to mRNA in this dataset (recommended) Z#EIRT &, FEIRULIZT7AILELLIE
Dataset ([C5FN% MRNA OHNFERENFET,
Show all targets found from the Ingenuity Knowledgebase Zi#&iR9 3L, £5—4Yh mRNA fF&RENE

3_0

Detai\s\Summary\

ADD TO MY PATHWAY ([l ADD TO MY LIST

B¢ &

Use [7] to filter a column. Add data or more columns using 'Add column(s) [ .

Rows: [1-500 - i

128

[ |microRNA dataset: melanoma_microRNA_data_020211.... Add column(s) [{ Relationship Add column(s) mRNA dataset: MDS_GSE4619_FC.xls Add column(s)
D Symbol lprimary melanoma (Fold | Source 5] Confidence [¥]| o Symbel [Fold change([RA] vs [nort| Pathway

[mT) eagieria MIRLET7A (oroduces hsg* ~1-270 TaraetScan Human Hiah (oredicted) 219474 at C3orf52 -1.346

L |hea-let-7a MIRLET7A (oroduces hsq* ~1-270 TaraetScan Human Moderate (oredictedy  [201131-5a¢ CDH1 [+1.023 Colorects| Cancer Meta all 8
O |hsalet-7a MIRLET?A (broduces hsg* ~1:270 TaraetScan Human Hiah (oredicted) 230511_at CREM =222 Cholecystokinin/Gastrin all 4
O |hsa-let-7a MIRLET7A (broduces hsg* ~1+27¢ TaraetScan Human Hiah (predicted) 228361_at E2F2 —1.098 Breast Cancer Reaula 4| 11
O [ MIRLET7A (oroduces hsq* ~1-270 TaraetScan Human Hiah (predicted) 206115 _at EGR3 —4.073

[ |hsa-let-7a MIRLET 74 (oroduces hsg* ~1-270 TaraetScan Human Hiah (oredicted) 227410 _at FAM43A —2.883

[l agtetra MIRLET7A (oroduces hsq* ~1-270 TaroetScan Human Hiah (oredicted) 203818 _s_at IGF2BP3 [+3.358

O [hsa-let-7a MIRLET?A (broduces hsg* ~1+270 TaraetScan Human Hiah (oredicted) 226156_at KLHL24 -1177

O |hsa-let-7a MIRLET7A (broduces hsq* ~1:270 TaraetScan Hurman Hiah (predicted) FEETILE LAMPZ ez

[ |hea-let-7a MIRLET7A (broduces hsq* ~1+270 TaraetScan Hurman Hiah (predicted) 211566 s at LRIG1 —3.742

(o) eagiersia MIRLET7A (oroduces hsq* ~1-270 TaraetScan Human Hiah (oredicted) 204114 at NID2 -1.625

L |hea-let-7a MIRLET7A (oroduces hsq* ~1-270 TaraetScan Human Hiah (oredicted) 235432 _at NPHP3 [+1.037

[ Ihsa-let-7a MATBI ET T8 frmmdiimme gt —1.270 e [T — 202733_at naLAs -1.707 Bririne = Braline M =11 4

e




EDUIEBTET. MIcroRNA & MRNA ORI OEEHERENET,

IS =
Add Expression Pairing Columm ﬂ

‘You can use a combination of expression data to filter for cases where
microRNA and mRNA is expressed in the same direction, opposite
direction, or any other combination.

To do this, you need to have data for both microRNA and mRNA. Add
data using the Add mRNA Dataset button at the top of the window.

Then, select one column of data for each bring the data together for filtering.

microRNA expression data column to use:

|primary melanoma (Fold Change)

mRNA expression data column to use:
|F0\d change([RA] vs [normal]) (Fold Change)

Relationship Add column(s)
Source (=] Confidence [ x| [Expression Pairing [T] [
TaraetScan Hurman Hiah (oredicted)

TaraetScan Human Moderate (predicted) +
TaraetScan Hurman Hiah (oredicted)

TaraetScan Human Hiah (oredicted)

TaraetScan Hurman Hiah (oredicted)

TaraetScan Human Hiah (oredicted)

TaraetScan Hurman Hiah (oredicted) +
TaraetScan Human Hiah (oredicted)

&5IC. Expression Parsing @ E|7I"{9>7&’JU“J’]§“5:&T\ microRNA & mRNA @ Measurement Value QEIED

HHFEDRETINIITEET.

[Expression Pairing [¥] [] ID | symbol
+ Expression Pairing

microRNA:
primary melanoma (Fold Change)

mRNA:
Fold change([RA] vs [normal]) (Fold Change)

Expression Pairing

[w]++ microRNA up, mRNA down
[J+4 microRNA down, mRNA up
[J++ Both up

[]++ Both down

[1-- All others

A I A I I I

microRNA Target Filter D{R%F

7I"\‘/>7>'C‘ microRNA Target Filter DfERZFRFLET .

microRNA D5—4"w h&idd MRNA DRDIAFHDHENDIES . BATEIHDF IVIMYIACFI9I% ANBIET,
Pathway. List NiIBINTEEY,
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ADD TO MY PATHWAY [l ADD TO MY LIST

Use v to filter a column. Add data er more columns using 'Add column(s) [+ "

S &

Pathway ADEhN

09353 F% microRNA O+ mRNA O+, mANSIEIRTEET .

Szlect source

==

Add

i microRMNAsS

I ) mRNA Targets

» Both

icroRNA dataset: melanoma_microRNA_data_020211.... Add column(s) E Relationship Add column(s) E

| [ 7 Symbol primary melanoma (Feld | Source Confidence [x] [Expression Pairing [ ||
5a-miR-206 mir-1 T1.650 TaraetScan Hurman Moderate (predicted) +
5a-miR-206 mir-1 1.650 TaraetScan Hurman Hiah (predicted) +
53-miRk-206 mir-1 +1.650 TaraetScan Hurman Moderate (predictad) +
sa-miR-206 mir-1 [rideee TaraetScan Human Hiah (oredicted) +
sa-miR-206 mir-1 e TaraetScan Human Hiah (oredicted) +
S mir-1 ik TaroetScan Human Hiah (predicted) +
TR mir-1 [y TaroetScan Human Hiah (predicted) *
sa-miR-206 mir-1 [rEEEe TaroetScan Human Moderate (predicted) il
53-mik-206 mir-1 1.650 TaroetScan Hurman Hiah (oredicted +
s3-miR-206 mir-1 +1.650 TaraetScan Hurman Hiah (predicted) +
sa-miR-122 mir-122 +1.640 TaraetScan Hurman Hiah (predicted) +
sa-miR-122 mir-122 ik TaraetScan Human Moderate (predicted) *
sa-miR-122 mir-122 +1.640 TaraetScan Hurman Moderate (predicted) +
ATl mir-122 [ride TaroetScan Human Hiah (predicted) +
53-miR-127-5p mir-127 +1.100 TaraetScan Hurman Moderate (predicted) +
53-miR-127-5p mir-127 +1.100 TaraetScan Hurman Moderate (predicted) +
5a-miR-127-5p mir-127 71.100 TarnetScan Hurman Mnderate (nredicted} +

NI>%Z7)9JU. New Pathway FIz(FBIfFD Pathway Z:&EIRI 2L, FECEIENRRIM. 1B

My Pathway T BUILD > CONNECT REZITIET, U TFOLIBRY NI —DZVERRTEE T,

5 VRB, T{4)
CREM)
)

E RR(1)
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List ADEN

ﬁ’i)’i’]‘)‘y’]b\ New List £2(ZBIFD List & RI L. FELBENTRIN, BT DD FZ
microRNA Odr, mRNA O+, BmHANSIEIRTEFT

Select source u

|| -Add

i microRMNAsS
) mRNA Targets
1 Both

CANCEL

[E New My List 1\!

e« B x| 5 & »

List Mame:
|New My List 1 |

MNotes:
| B

AFF4 -
AKAP1Z
APOLD1
ARPP21
BACHZ
BCL2L11

Selected/Total molecules : 0/129

Blkgsa 98 3e List HRETEES
List ZARIFE(C. ®&DvHF3E Core Analysis REEITITENTEET,

[E New My List 2\

Ee A (x| 5 4& [»|| Addto »

List Name: Send to »
|New My List 2 |

Run Core Analysis
Notes:
| H Run Functicnal Analysis

AFF4 -~
AKAP1Z2

APOLD1

ARPP21

BACH2

BCL2L11 -

Selected/Total molecules @ 0/129
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Data Set D{EBk

7ﬁ’9>’i’]‘)w’]§'é&:\ TEEENFRRIN. IBINT S50 FZ microRNA O mRNA OFy, M73H

BIEIRTEET, OK VI 2ELL T DLS7: Dataset Upload BIFEIN'ZRREN. Measurement Value Z{$h0UT
Dataset Z{ERL TEF T,

Dataset Upload - Custom Data

1. Select File Format: |FI.c_lxibI\c_l Format v| More Info

2. Contains Column Header: m Yes (' No

3. Select Identifier Type: |A1°Fymetrix, miRBase (mature) v| Specify the identifier type found in the dataset.

4. Array platform used for experiments: | Mot specified/applicable v| Select relevant array platform as a reference set for data analysis.

5. Use the dropdown menus to specify the columns that contain identifiers and observations. For observations, select the appropriate expression value type.

Raw Data (7) \ Dataset Summary (0)\

| Ignore -

| Ignore v|

Sl (| e ||

SAVE CANCEL HELP
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Filter Dataset

Quick Start @ Shortcuts 70 Filter datasets £L<(Z. File > New > Filter dataset M"5BIIELE T

r 5
"4 Create Filtered Dataset \ =]

Select a Dataset

Upload @ new dataset

UPLOAD

OR select an existing dataset from your projects ||

E-E3 My Projects

| i 0300

| @rE3 SNP_Gene_overlap

| @rEs GSE19350 GCT
IPAB.B Test

; B-[E Acetaminophen

. BEl 2010UGM(RA and CIA)
| B[l 2010UGM(Asthma) -

Filter 927 —%%7vJ0—R3BH5E(C(E. UPLOAD RI>EIIWILET , 5L [T=497vTO-RIOEI23>%T
EJZE0, I TICYIO— KEHDT—H% Filter 93(C(E. —ENDHHS Dataset #i& }Rb Next #7UwILFET

Filter Dataset - [Dataset : MDS_GSE4619_FC.xls] & e
Select filters that are most relevant te you and your experiment. An "OR" operation is executed within each filter and an "AND" operation across filters. =
Dataset Filter Summary
3 Species All Select all )

=[] Mammal Consider all molecules

Tissues & Cell Lines All [l Human

[ Mouse

Molecule Types All -[v] Rat

-[v] Uncategorized (e.g. chemicals)

Biofluids All

Enriched Dataset ®
Filter 52 =Xk ~LZET

|
|
|
[ Diseases All
|
{

Biomarkers All

Set Cutoffs
Expression Value Type Range Focus On

Fold Change -14.2507 to 13.5452 Both Uijownregulated | 203 molecules eligible for Dataset Filter

Prs?»tgtaset MD5_GS5E4619_FC.xls Observation: |Fold change([RA] vs [normal]) (203) v|

Filtered (203) \l Mapped IDs (263) \‘ Unmapped 1Ds (37) \AII 1Ds (300) |

ADD TO MY PATHWAY #«[:D TO MY LIST | CREATE DATASET Cus'mszTABLE

[] | Fold Change D Notes +  Symbol Entrez Gene Name Location Type(s!
[J| +1.650 218739_at ABHDS abhydrolase domain contai| Cytoplasm [enzyme
[J]+1.155 205268_s_at D ADD2* adducin 2 (beta) Cytoplasm lother
O +-1.523 225229_at AFF4 AF4/FMR2 family, member Nucleus |transcri

. lasa fal Mudtonlasm lenzyma ™

[+

SAVE CANCEL

Dataset (CXJU
-Species
-Tissues & Cell Lines
-Molecule Types
-Diseases
-Biofluids
-Biomarkers
B&LU Measurement Value DI/ A—ZNMNF TR FORDIAHEZITIENTEET
(51 : Dataset ®HH'5 Cytokine DHZRNIALD)
Filter $55(3 Project Manager @ Dataset Files £4/23>(C B yqavmonrt@EanEd.
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Dataset DRI

Project ® Dataset'laibl Izl Filtered Dataset"Ig TN WIS BZET. Dataset DNBEHETEET,

Annotated Dataset: MDS_GSE4619_FC.xls
Preview Dataset MDS_GSE4619_FC.xls Observation: |Fold change([RA] vs [normal]) (203)
Mapped IDs (253]\Unmapped IDs (37) | All IDs (300) |

[ 200 ror panoway [ o0 o i | cncareoaraser | csromize van ok Rowss (50— i
D

[ | Fold Change 1 Notes +  Symbol Entrez Gene Name Location Type(s) Drug(s) ‘
+1.650 218739_at ABHDS abhydrolase domain contain| Cytoplasm [enzyme =
11.155 205268_s_at D ADD2* adducin 2 (beta) Cytoplasm lother
11.126 230088_at D ADD2* adducin 2 (beta) Cytoplasm lother
-1.523 225229 _at AFF4 AF4/FMR2 family, member 4 Nucleus ltranscription regulator
O #1325 221648 _s at AGMAT agmatine urechydrolase (ag Cytoplasm lenzyme
[ +-1051 219672_at AHSP alpha hermnoglobin stabilizing| Cytoplasm lother
| +-5.535 210517_s_at D AKAP12* A kinase (PRKA) anchor protf Cytoplasm ltransporter
] +-2.320 227529_s_at D AKAP12* A kinase (PRKA) anchor protf Cytoplasm ltransporter
[ +-3.601 227530_at D AKAP12* A kinase (PRKA) anchor prof Cytoplasm [transporter
1] +-3.469 231067_s_at D AKAP12* A kinase (PRKA) anchor prof Cytoplasm |[transporter
| +1.178 211560_s_at ALAS2 aminolevulinate, delta-, syn] Cytoplasm lenzyme
| 1370 205389_s_at ANKL ankyrin 1, erythrocytic Plasma Membrane lother
0| +-2.009 227337 _at ANKRD37 ankyrin repeat domain 37 | unknown lother
| +-1461 221031_s_at APOLD1 apolipoprotein L domain con| unknown lother
| +1.015 226192_at AR androgen receptor Nucleus ligand-dependent nuclear r...|estradiol valerate/testoste...
[ +-4.586 1556599_s_at D ARPPZL¥ cAMP-regulated phosphoprof Cytoplasm lother
1] +-1.931 220359_s_at D ARPP21* cAMP-regulated phosphopre| Cytoplasm lother
1] +-4.590 231935_at D ARPP21* cAMP-regulated phosphopre| Cytoplasm lother
1] +-4.046 221234 _s_at D BACH2* BTB and CNC homology 1, i Nucleus [transcription regulator
O +-2.806 236796_at D BACH2* BTB and CNC homology 1, i Nucleus ltranscription regulator
| +-1.150 225606_at BCL2L11 BCL2-like 11 (apoptosis facil Cytoplasm lother
1) +-1.598 219433 _at BCOR BCL6 corepressor Nucleus [transcription regulator [~
Notes:
"D" - Duplicates. Gene/Protein/Chemical identifiers marked with an asterisk indicate that multiple identifiers in the dataset file map to a single gene/chemical in the Global Molecular Network.
- Override molecules. Gene/Protein/Chemical identifiers marked as "Override” are displayed with italic text.
"A" - Gene/Protein/Chemical ID marked as Absent. The gene/protein/chemical will not be used as a focus melecule or appear in netwerks unless you alse explicitly override this flag with the Override column.

ANALYZE/FILTER DATASET ¥ (Il CLOSE

R 5 5y 306 T, FIvo AN F% My Pathway HICRRETEET,

BT BIET. FIVTEANESTE My List HCRBTEET,

=2 FBET, FIvIZ AN FHS Measurement Value 420 Dataset Z{ERX TEE 9.
EIWITBCLT, ROEFRBEEERETEET,

Mntlikiaiibd 7 7 )y 7S BT, Core Analysis BEEITITENTEET,

Core Analysis

Tox Analysis

Metabolomics Analysis
Biomarker Filter

Filter Dataset

microRNA Target Filter

ANALYZE/FILTE SET % CLOSE
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Compare

Compare #EETIX IPA @ Lists, Pathways, Analyses, Biomarker Filters, Canonical Pathways, Tox

Lists, Comparison Analyses ® Union (£4&) . Common (#i&) . Unique (BEB) RO FIAN/ERTEC

ENNTEFT,

across lists, pathways, biomarkers, and analyses.

» Compare data

2. Compare 937 —9%&RUET,

|dentify the union, unigue, and common molecules

Compare data Z7UvIULEF9.,

.Compare

Select Entities to compare and click Add

EHET My Projects

L‘i}m Summer2013

B+ Analyses

. B+ Heart Failure - 2013-06-04 12:49 #Fig

@ Fold change([Ischemic] vs [Nen-failing])
: i---@ Fold change([Ischemic] vs [Idiopathic])
[ BioProfiler Results
“B Alzheimer
t-E 0524Demo
H-E UploadTest

|§| Fold change([Idiopathic] vs [Non-faili[§

ADD
REMOV

More Info

CALCULATE INTERSECTIONS

lick in the Venn diagram below to compare different sets.

e Ctrl key down 4

A Fold change([Idiopat
B Fold change([Ischem

%z ADD LE9

¥ERET S Dataset. Analysis BE

t-[E3 Spring 2013
t[E9 CHWV

+[E9 Upstream Regulator Cf
H[E3 RMNA-seq Case Study
t-E7 20130206miRMNA
t-E Demo20130219

Compare URWEFIZEIUYIL
&9, Ctrl+ Uy THEEGEIRT

A B
ies Comparison Results (227)

PALT
G2

H-[E GSE2639 Upstream Regulator
+-[F3 Fall2012

HE 2012UGM

t-[E9 Summer2012

tE 20120607

t[E 120516
-3 Test0416

i

£

£

£

£

£

£

: SEX)
B-[E Winter 2012
&

i

i

&

i

i

£

lShow All

IABI3BP
IACACB

IADAMTSS
IADCK3

TLE1-UFT

IADCYD
IAGTR2

IMLS2CL

#&5R% Pathway. List (3B,

ADD TO MY PATHWAY il ADD TO MY LIST [l ANNOTATIONS

RRIHIERGEIRTEET

4 DB FExI5ReLIE Compare Z1T5¢ Venn Rl(3FRRENEH A

R EIUIL, A, S5, EREIHEBERU TS
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3. [EEEEEEE 4 1)y 930, Compare THREHURES FORMIBHRIERENET.

Molecule Annotations

ADD TO MY PATHWAY ADD TO MY LIST CREATE DATASET CI.ISTOM]ZE TABLE @ &) [E] Symbol [A4GALT - UBXNE (plof2) |

Al: Fol ange([1d|opath|c]3\[Non fa|||ng] :_Fold change([Isgk Tdicnathicl)

; Syn}ﬁi\ Exp. Chart Synonym(s) | Entry ﬁ?%‘: Data set ,ﬂ:bgsg' Exp Val Location T

Al A2
| | Fold Change(A Fold Change(A

A4GALT [ ] ATEALT, a6h -2.752 -2,181 oplasm el
ACALTL. |ave DFEIAMELET s
Alpha4 GalT, I I
Alpha4Gal-T1 o
D77, DFENAV1A( EICBCELE T
CD77 synthasg
Gb3,
GBE3 SYNTHA!
GB3/CD77,
Gb3s, P(k),
Fl, PK
ACACE* [ ] ACC-beta, acetyl-Cod 1552616 _a_af 214584 x_at¥ +-2.334 -2.638 Cytoplasm =
ACC2, carbexylase beta
ACCE,
AIS97064,
AWT43042,
CB7246,
HACC275,
LOC283445
ADAM11 _ AWODB0611, |ADAM 239837_at 239837_at -3.081 +3.911 Plasma pl~
4 ]
Selected,/Total molecules : 107/107 L
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FLYIHEDIRFE

FLYIHEDIRERDIRTR
IPA OFLYIHSEIGF/ B FEY) - LEMRBEERIINO, BET LY FRIMEEE R BIGIRBENSIRET T LN
BJRET I MRZFRIERNSRY NI —JERZEITI YAMNLUTRF I STENAIHETY .

BZRF—T—ROANICONT

* BERREITVLWVEEEINT, ITF-TJ—-RZXE)3ET or #RZFREZFEITTEET, Fld. IVTILRET 117
1 F-T9—-R2ANUENIZTIE-R—-ANTBETE or REREITOITENTEET,

*  [*|[EOMILRH—REVTERTEEY,

x ["|9TNIA-RTEHF-T0—-R2ED (] “cell death”) ¢FZ2—BRFREITOIENTEET,

fi5% Search
Y=L\ —OY —FEF AL T T OLORIRRZITICENTEET,

1. BRFi. (EEMRICLIIMRER

( Genes ahd Chemicals r Functiohs and Dizeazes r Pathways and Tox Lists

mapk. ‘ Advanced Search ’{_}\*

—| MAPK group, kinase
S MAPK1 kinaze
“[mapkz kinase
—MAPKS3 kinase
MAPK4 kinase
MAPKS kinase
MAPKS kinase
MAPK? kinase
MAPKS kinase
MAPKS kinase
Auto—camplate lizts matching eenes and chemical names
Uze of auto-complete iz optional, vou can zimply type and click Search

Genes and Chemicals TiERIBCET. U TOISRELF R EYI R EFE O TARREZITOIENTEET,
A—F 32N — MEBE(CEDIRRIZIHD —BHRRENET .

ARZFROIEER D FDBIT

BAF® ID, &I fERTEET,

Affymetrix. Affymetrix SNP ID. Affymetrix Transcript cluster ID. Agilent. Applied Biosystems. CAS
Registry Number. Codelink. db SNP-NCBI. Entrez Gene. Ensemble ID. GenBank. GenPept. GI
Number. HMDB (Human Metabolome Database) mHUGO Gene Symbol. Illumina. International
Protein Index. KEGG. miRBase ID-Sanger. PubChem CID. RefSeq. UniGene. UniProt/Swiss-Prot.
UCSC (hg18). UCSC (hg19). Gene Symbol. Systematic Name. IUPAC Name. Chemical Formula. &3
%
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RZBEF—T— Rz AU, SEARCH RI>%IIvI I DURFFERD— BN FREN, A— D2 T - 5D F2EIRTS
EEDDFDHNRREINET .
IREFAER(CBAL T MRFRFER |2 TETE 0,

2. EWVFHILEER. IRBRACLHIRER

( Genes and Chemicals |/ Functionz and Diseazes r Patbmawe and Tox Lists |

cell cvcle | Advanced Search F{_I\‘

Tl cell divizion process [cell cyelecell divizion] Malecular and Cellular Functions
“leell division process of eukanotic cells [cell oy Molecular and Gellular Functions
“eell cycle progreszion [cell cycle] Maolecular and Cellular Functions
—cell divizion process of cultured cellz [cell cwel. Malecular and Cellular Functions
cell divizion process of cell lines [eell cyele of.. Malecular and Cellular Functions
arrest in cell divizion process [arrest in cell cw. Malecular and Gellular Functionz
cell division process of tumor cell lines [cell cy. Molecular and Gellular Functions
arrezt in cell divizion process of eukaryotic cell.. Maolecular and Cellular Functions
cell divizion proceszs of normal cellz [cell eycle . Malecular and Cellular Functions
arrest in cell divizion process of cell lines [arr. Malecular and Gellular Functions
Auto—complete listz matching function and dizeaze names
Uze of auto—complete is optional, you can simply type and click Search

Diseases and Functions ZiZRI 2L T EV)FRIBEEE . IRBENNDDELF . (LEWDIRZERZITOIENTEFT,
A=K T NCED AN U F 2 SORFIEHO—BNRRINE T,

EMFIHEBER . IREB4A(E Ingenuity B OAY MOS—(CEDVWTEBRENTVET,

RZFEF—T—RE AU, SEARCH RI>EIUVITRURRIERD—ENTRREN., A— K> T - MsF—-T—Rz&E
R ZLZDAY NOS—DHDIRFEIERNFRENFT

IRRAER(CEAL TS MEZRIER |2 &L,

3. Canonical Pathway. Tox List D{&3R

|/ Genes and Chemicalz r Functionz and Dizeazes |/ Patbwvays and Tox Lists |

cell cycle ‘ Advanced Search ’{_I\"

T Gell Cycle: G1./5 Checkpoint Feeulation Signaling Pathwmay

ZGell Gycle Regulation by BTG Family Proteins Sienaling Pathuay

“|Cell Gyele: G2/M DNA Damage Checkpaint Regulation Signaling Pathway

—{ G145 Transition of the Gell Gycle Tax Ligt
G2/ Tranzition of the Gell Gycle Tax Ligt
Fale of GHE Proteinz in Gell Gyele Checkpaint Cont... Sienaling Pathuay
14-3-3-mediated Signaling Sienaling Pathuay
ATM Sienaling Sienaling Pathuay
Antiproliferative Raole of Somatostatin Receptor 2 Sienaling Pathuay
Aryl Hwdrocarbon Receptor Signalineg Sienaling Pathuway

futo-complete lizts matching pathway and toxicity lizt names
Uze of auto-complate iz optional, vou can zimply tvpe and click Search

Search for T Pathways & Tox Lists #&IRI 3L T, IPA (CEEFRENTUVREEAID/\ V1A . BAXIDE4ERED F
DIRZBZATIEN TEET,

BB+ —T—RE AU, SEARCH RI>%IUITRERRIERD—ENTRREN, A—~I>T)— s+ -0 RziE
RI2EEDIEEDHDIRFIERNFTRENET

IRZRAER(CEAL TS MERIER |2 JELE,
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Advanced Search
Advanced Search Z1T5CET. BInF4. ID LbEWNE . EY)FERIEETIRE. BLFEVOBIEREZESHIC
BERUMARZRZITOCENTEET,

|/ Genes and Chemicals |/ Functions and Diseases r Pathways and Tox Lists |

Enter eene names/symbols/I0s or chemical/drug names here ‘ I Ot eyt @J

W—)LJ)\—®D Advanced search 27Uy 3 3L TFDLESRI4> RONKRENET,

f Genez and Chemicals |/ Functionz and Dizeazes r Pathwaye and Tox Lists |

Enter gene names/symbolz/IDs or chemical/drug names here | m

Advanced Search L@_]

Advanced Search Options [X]
Hertifier Typets) [All Hentifiers -
Malecule Tipe iz) |Olic:k here to select molecule tpes - |
Subcellular Locationts) |Olic:k here to select subcellular locations - |
Functionfs) and Dizease(s) | | e
Pathways and Tox Lists | | E )
==

BEAEOFRTABRFRIRLU CVARZRIA TCEIDERBOFEIN, U T OLIREREZITIENTEET,

Gene(s), Chemical(s) and Identifier(s) : 3 FORZRZITVWWEECANDULET,

Identifier Type(s) : ID DI EZISELVWEE(SERELET .

Molecule Type(s) : D FOEEZIEFEULVEEIGETELE T,

Subcellular Location(s) : > FOMRBABEZIEELVWEE(RELE T,

Function(s) and Disease(s) : EY)FHIHEEE. IREBENDNDD D FOIRFRZITVEWEEICANIULET,

Pathways and Tox Lists : BEX10D/CZAD11 . BIXIOF HEHED FORRZITOWEE(CANILET,

Display Results in : Diseases and Functions Z AJUBRIGEIRTEE T, Table ZBNEAERNEL T {LEWD
D—EEUT, Tree TESNCEMFRIMEE, IRRIEIRAICRRENET,

RIS EDITS BEA SRS NET

WBZREMEE SAVE 9> B el T acenTaEd,

BHOEBZAN. #RUBE and REMTONET,
IRZFRIBEIREATS HEL SEARCH RY> 2 ) WIS 2URRERD—BNRRENFT.
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REFER

Table &R : RRERMEGF. (LEMO—BLLTRREINET.

' Search o E
ADD TO MY PATHWAY (| ADD TO MY LIST || CREATE DATASET [%.
The search for mapk matched 25 items.
], [Symbeol Matched Term Synonym(s) Entrez Gene Name |Location |[Type(s) |View/Op{Biomarker App|Drug(s) Target(s) Species
O)1 MAPZK1 WAPK MAPK, MAPKKKL, |mitogen-activated Cytoplasm kinase Reagent] Human, |[*
MEK KINASE, protein kinase kinase| Interact] Mouse,
MEK KINASE 1, kinase 1, E3 ubiquitin Rat
MEKK, MEKK 1, protein ligase
Raf, SRXYS
|z Maplk MAPK, Mapk MAP Kinase, Cytoplasr group Reagent] Diagnosis, Human,
NGF/EGF DEPENDEN Interact| Disease Progrg Mouse,
Efficacy, Rat
Prognosis,
Responseto T
O|a MAPK1 MAPKL, MAPKZ, 9020612K14Rik, mitogen-activated Cytoplasr kinase Reagent] Efficacy Human,
Mapk p42, Mapkl AA407128, protein kinase 1 Interact| Mouse,
AU018547, Rat
BOS 16809,
C78273, ERK,
ERKZ, ERK42,
ERT1, Mapk p42,
Mapkl,2, MAPKZ,
MITOGEN ACTIVATH
Mpk2, p38, p40,
p40 HERAK, p4l,
p4imapk, P42,
p42 Erk, P42MAPK,
PRKM1, PRKMZ2
)4 MAPK3 MAPKL, MAPK3, ERK-1, ERTZ, ritogen-activated Cytoplasm kinase Reagent] Efficacy Human,
Mapk p44, Mapk2 Esrkl, HS44KDAP, |protein kinase 3 Interact| Mouse,
HUMKER1A, Rat
Mapk pdd, MAPKL,
Mapkapk3, MNK1, |
MTAPZK. P44 hl
Selected/Total molecules : 0/25

Biomarkers application(s)(C(EEDEIRTTVT—23>D)\A A —H—(CR2TVBH. Drug(s)(C(FEDLSE Drug ®
A=y RERDTUVBN, Target (L[ Drug M-Sy gD FHFRRENET,

Tree XK : HMREEN Functions and Diseases BICRRSNET,

'Search ol |
EZm s o
2 =
The zearch for cell death matched 1585 functions and diseases.
Functionz & Dizeases ‘ T Aszsociated Male|
H—]‘D cell death [tissue deathdeath] of microglia [microglial cell] 22 Z
15-deoxy—delta-12.14 -PGJ 2, BTG1, CASP3, CASP4, celecoxib, CXICLT, FAS, FASLG, IFNBE1, IFNG, 1L13,
lipopelysaceharide, MYDBB, nitric exide, omega-N-methylarginine, prestaglandin E2Z, STAT1, TGFE1, TICAM2,
TLR2, TLR4, TNF
FH] cell death [tissue deathdeath] of striatal neurons dl
BH ] cell death [tissus deathdeath] of tissus 21
[]‘D cell death [tissue deathdeath] of lung cancer cell 20
EH ] cell death [tissue deathdeath] of pre-B lymphocytes [B cell precursor pre—B-cell. 20
FH] cell death [tissue deathdeath] of mescthelial cell 20
BH] cell death [tissue deathdeath] of photoreceptors [phetoreceptor cell] 20
EH] cell death [tissue deathdeath] of skin cancer cell lines 19
EH ] cell death [tissue deathdeath] of spermatocytes 19
BEH 1 delav in cell death Mtissue deathdeath] of blood cell loerisheral blood celll 14
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% Diseases and Functions #0 +X—7%7yJ3 3L T EY)FRIMRE. IRBEBIET 2B F 2R TEEFT .
A>T —-Y)-DOERM

ANOS (BT B TRIOT I — TS BUIEWEEIC(ETExpand Functions 127Uy U TLEEW, AX MOS—#ED + Y
— I IWITBETHENTNOHT T -ZRBETEET,

BT MRIREN TV HEEERZ7UYITHET. TOEREN affect~ -increase~-decrease~ (DI TEFRREN
E I

- Effect On Function

00 10 parkway [l 200 10 ust [l wantanions [ spow Fronss [IEEEEIEY sHow FUeTIoNS | EXPAND FUNGTIONS

o & [

7 Process # Molecules
[ | 1 Process
é‘D cell division process of muscle cell lines [cell cycle of muscle cell lines.cell division of muscle cell lines] 20

[ affects cell division process of muscle cell lines [cell cycle of muscle cell lines cell division of muscle cell lines] (13/20)
-CCND3. COK4, CDKM1A, DGKZ, FGF2, FGFR1, IGF2, INS1, MYOD1, PD98059, PRKCD. RHOA, L0126

[ decreases cell division process of muscle cell lines [cell cycle of muscle cell lines cell division of muscle cell lines] (620
AIF1, CDKN1B, IGF2, JDP2, RB1, RBL2

D increases cell division process of muscle cell lines [cell eycle of muscle cell lines cell division of muscle cell lines] (2/20)

—FGF10, PTHLH

HEBERIT )T —2a> Do B TWBBHEIER T DL, HEEERBEDF IV IRy IR (CFIv % AN, [Show Findings]
N> EIUYIL TS (il : metabolism of amino acids)
3T B OMEBER(ICTFIVIN A TWBERI IR EFE A

Canonical Pathways\ Tox Lists 0)’@%%*%
Search i % e s n‘ﬂl E
IDD TO PATHWAY I'DD TO UST @

The search for cell cycle matched 16 pathways and tox lists.

Oven Pathway

O, & |Mame Action Group Pathway Gategory

O 1 Cell Cyele: G1/S Checkpoint Regulation View Report Signaling pathway Cell Cycle Regulation, Ingenuity Toxicity List Pathways
Oopen Pathway

)2 Cell Cysle Regulation by BTG Family Proteing View Report Signaling pathway | Cell Cyele Regulation
Open Pathway

ol Cell Cycle: G2/M DNA Damage Checkpoint Regulation View Report Signaling pathway | Cell Cycle Regulation, Ingenuity Toxicity List Pathway:
Open Pathway

O 4 G1/S Transition of the Cell Cycle View Report Tox List
Ooen ToxList

O 5 G2/M Transition of the Cell Cycle View Report Tox List
Open ToxList

O g Role of CHK Proteins in Cell Cycle Checkpoint Control View Report Signaling pathway Cell Cycle Regulation, Cellular Stress and Injury
Open Pathway

o7 14-3-3-mediated Signaling Wiew Report Signaling pathway | Gell Gyele Regulation
Open Pathway

O 8 ATM Signaling View Report Signaling pathway Cell Cycle Regulation
Oopen Pathway

ole Antiproliferative Rola of Somatostatin Receptor 2 View Report Signaling pathway | Cell Cycle Regulation
Open Pathway

)i Aryl Hydrocarbon Receptor Signaling View Report Signaling pathway | Gell Gycle Regulation
Open Pathway

ofn CDKS5 Signaling View Report Signaling pathway | Cell Cyele Regulation
Ovpen Pathway

|1 Geramide Signaling Wiew Report Signaling pathway | Gell Gyels Regulation
Open Pathway

O 13 DNA Methylation and Transcriptional Repression Signaling View Report Signaling pathway Cell Cycle Regulation
Open Pathway

)14 Integrin Signaling View Report Signaling pathway | Gell Gyele Regulation
Open Pathway

O 15 Mitotic Roles of Polo-Like Kinase View Report Signaling pathway Cell Cyele Regulation

O

16 Tight Junetion Signaling View Report Signaling pathway | Cell Gyele Regulation
Open Pathway

Calartad (Trtal - MR

View Report 22Uvw- 93¢ T Canonical Pathway 1 Tox List DL7R— Mz, Open Pathway. Open List Z47)w
79 32ET Canonical Pathway YEIRDEMEED FUANHCENTEET,
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BREEROER
IREFAEREEN SELL T OESRIRFZITIENTEFTT

Advanced R3> : Uy 3L Advanced Search D& TEBIENFR RSN, RZBZMFOEE ., KIAHZITOEN
TZFY,

Bk RERH (REBETEBDEEA) HRIFTEET,

@Jﬂ"{’i)  RIFUIRREZA I VHURRLET .

ADD TO MY PATHWAY Il ADD TO MY LIST || CREATE DATASET |l CUSTOMIZE TABLE @-

The search for mapk matched 25 items.

|- [Symbol Matched Term Synonym(s) Entrez Gene Name |Location
1 | MAP3K1 |mMAPK MAPK, MAPKKKL, |mitogen-activated | Cytopla:
MEK KINASE, protein kinase kinase|

MEK KINASE 1, kinase 1, E3 ubiguitin|
MEKK, MEKK 1, protein ligase
Raf, SRXY6

2 Mapk MAPK, Mapk MAP Kinase, Cytopla:
NGF/EGF DEPENDEM

R | BEAEROFTVIRYIZEF IV T BEEETIEECRNES . FIvIE ANIEG T

{EEWERYNTI—I(GEIUET . ZOBR New Pathway ZIEXEFRRAY NI—ITIH2T0-3(C. RerxFPDORYRD
—JZRBJEZORYNI—/(C, Saved Pathway BESNARFUL DR LRy NI—JISEBIEF. (E&hEMNaEn
F9 . Diseases & Functions DIRZRFERNS(IEE. #EEH D FELUTRYNI-IISGEBNNTEET,

EEEROETEN ks> RREROF Iy Ry AEF Ty S BLERRIEECRDETS . FIV R ANEBET. L&
MERUZ N TIRELET.

B ke (List BR0OBOH) : RREROFIYIRYIREF IS SLERITIRECANET , F1v7
2 ANISEILF. {6E&¥% Dataset LU TIRFLET,

KoY (List BrOBOH) : FRBEERETZENTEET,
| ANNOT ATIONS [l (Diseases andFunctions F&xx0#) : #ERUATIV-RODF% List RAxULET

| SHOW FINDINGS (Yo (Diseases and Functions &=x0#) : #ERUEATIV—-(CBAT 258 T Ly A0Sk

IBIRERRUET,
7I"\"5'> (Diseases andFunctions FrD#) : BIRUHTIU-W% increase~ -

decrease~ - affect~(CD I TERRLFT .
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EL‘"H’W)  RFRERZITXYIDTFANLE TN TA—YYRTIIAR—-NTEET . TVAR— MAIBFRER
EREEAN FIVIZANTTEDDIHET INHEIRTEEFT

BRI ks> (Diseases and Functions FR0#) : 3™ LALG Function O#&FRLET,
Show Categories ZJUyJ 332 THTI)-RIFRRICRDET .

7I"\‘/5’> (Diseases and Functions &RR0D#) : h7IV—-OERH. #f@/\VzLFEd,

EEEEEE k> (Diseases and Functions E50%) : BRIATS 3 A TIRTUEREB CRNASZEN

TZF 9, BioProfiler #48E(CEIL TIIBINZ17IUICEE S LET

DA MR TA DYERL

IPA TEHZIYA XU CRADITA PIRZRFERDURA NMARTFL THZEN TEFT .
&5(C Approved YR JKZADIAELTEFRT DI ECLD, IRENSOEEM(CNA)CADITAONAUZA N DBIEZRZRT D

ZENTEFT,

NAINRDIA DARRR TS
1. NRUIAZHRIRAALFT .
2. SAVE R7>72#HL., REFLE T,

Pathways i

I Fathina

= Edit [ x| [ [T c (e =D ) view: (] [E] ¢
m(}omact 'l ;

13 edees were added.

Conhect using._..
Interactions: Direct Indirect

WWhere the interactions involve .

... these relationship types:

Select Al =
activation
chemical-chemical interactions
chemical-protein interactions
EXpression

inhibition (S)—norcoclaur’iﬂ
leads to

lozalization
membership
madification DRDZ
phosphorylation
protein—DM#A interactions A CP.
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3. NAUTAPURDRFRFC Approved Pathway ¢UTIRTFIBFRICIE. [Approve this List for use in my
analysis J[CFIvI%= AN TIZEL,

Save List

Choose Project: ||‘_'-| IFAED 043 -|

HEW PROJECT

Mame: [New List 1 |

Motes:

[] Approvy this List for use in my analyses.

onor,

Approved Pathway EUTIRFLTHLE. RD Core Analysis 12 IPA-Tox FEATHSEERUIZ/ AT TA YR MDREE
FIANRBIENTEET . FF U ERITIEROBBER -7 ZEBIEEW YAUANSA TIVICEERT LR EINS DR TR
B RBBIENTEET, Ffe. RFBHD Pathway 257Uy J9F 3 ET. Approve DBEBZESTE CEFY,

NAUZ MOV TTE
1. IRERERBENS ADD TO MY LIST 5> &IUv I YA NeAERRLF T

| Search #2%

ADD TO WY PATHY AY }DD T0 v usT il CUS TORMZE TABLE E.
| The zearch for muscl2degtched 26 items.

Symbal Synorymis! Entrez Gene Name Location Typels! View/Op( Biomarker Applid Drusis) Targetis) Species

e |

1 | TMOD4 DKFZpT!DIDB5z tropomodulin 4 (muscle| unknown | other Reagenty Human,
Interactid Mouse,
MUSCLE TROPOMYOS) Rat
SK-TMOD

2 | MBNL2 1110002M11Rik, mus b lind-like 2 unknown | other Reagents Human,
AID47808, AIB37313, | (Drosophilal Interactid Mouse,
AIB49185, AL118326, Rat

DKFZp781H 1296,

A4DT2,
LOCE86892, MBLL.
MBLL39,
MGC120625,
MGC120626,
MGC120628,
mKIAAADTZ,
Muscls blind-like 2,
PRO2032, R75232,
RP11-128N14.1

3 phosphorylad H-alpha D=glucanphd unknown group Reagentd
Interactid

amylophosphorylass,
glucan phosphorylase,

2. YAMNEEHS SAVE NI TRIFLE T .

Lists

2 M LlsH\
B« (8] x| {8 >

List Mame:
New List 1 |

Motes:

\ =

dibenzo{l 4idioxin
dioxin derivative
tetrachlorodibenzodioxin

UZMNE IPA ER(EZOMOT IV —2 3> TEHAT RIENTEEY,

144



Lists

2 New List 1Y
B (B (x| & | Addto 5
List Name: Send ta »
[New List 1 |
Haize H Run Functional Analvsis

1.23,6,7.8-hexachlorodibenz odioxin
AHR

dibenzotl didioxin

dioxin derivative

tetrachlorodibenz odioxin

Add to : NAUIA(SEINT BTENTEFT

Send to : 2T IVT— 3N IHAR-NTBTENTEET,

Run Core Analysis : List IO FZ2EICUERY NI — I ZITOCEN TEET
Run Functional Analysis : List RO F& IPA A> IS — L ORIEZFEATLE T

3. Approved List EUTRTF I 3(C(E. UARDRTFRFICI Approve this List for use in my analysisl(CFIvo% A
nTrzan,

Save List

Choose Praject: ||‘_‘-| IPAE0.0418 '|

Mame: [New List 1 |

Motes:

[] &pprove\this List for use in my analyses.

=

Approved List EUTRFL THLE. RD Core Analysis 1° IPA-Tox FEATNSEERUILUZ N DB EZ ANZENTE
F9, USRS R ORER - D= TELEL,

Fle, RIFBHOD List 250w 9332 ET. Approve DEEZRKETCEET,
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Gene View, Chem View, Disease or Function View

RFBEFEROD FUN)-RBEDDFREIIWITHIET, Gene View 12 Chem View ZHE, - FOFHMlIEIRZBET
BIENTEFT,

Gene View : DFDEHRZ2FZRUET,

Gene View: PPARG (Mammalian) - interaction Network > view Reagents (201) Syn (o] nym N Prote| n Fa m | |y 7'&: Eo)
Review the categorized literature findings and database information for this nede.
ke ‘ o
Bk DFHEIBBAMD/XDT
Member Of:  PPAR ligand -RXR, PPARY li acid-RARa
Entrez Gene Name: peroxisome proliferator sfivated receptor gamma ,f . ﬁ?%g_b"‘\y I\tg'é m i RNA ll‘aﬁE

Synonym(s): CIMT1, GLM1, NR14, PPARG1, PPAR-GAMMA, PPAR GAMMA 3, PPARY, PPFP

NCBI CDD Domains (Superfamilies / DNA-binding iain of nuclear receptors is composed of twe C4-type zinc fingers, nudlear receptor|
Multi-Domains): terminal ;E’atb a—\éig_

Protein Functions / Functional a/b bing#ig pocket, A/B region, A-B domain, activation domain, AF-1 domain, AF-2 transcription acti
Domains: chromatin binding, DE domain, DNA binding, DNA binding demain, drug binding, enzyme binding, fxf]
dependent nuclear receptor, MAP kinase site, phosphorylation site, protein binding, retinoid X recepttr om0

Summary ([

e T T T T

Subcellular Location:  cell surface, Cytoplasm, cytoplasmic fraction, eytesol, nuclear fraction, Nucleus, pe region, vacuole

Canonical Pathway: ERK/MAPK Signaling; FXR/RXR Activation; IL-12 Signaling and Production in Macrophages; Polyamine Regulation in Colon Cancer; PPAR Signaling; Thyroid Cancer Signaling; Type 1T

Diabetes Mellitus Signaling
Targeted By miRNA Functional miR-1279, miR-128, miR-130a/miR-130b/miR-301a (includes others), miR-20a/miR-106b/miR-17-5p (includes others), miR-27b/miR-27a, miR-338-5p/miR-338*, miR-340-5p/miR-340,
Cluster: miR-449a/miR-34a/miR-34c (includes others), miR-511, miR-513a-3p, miR-513a-5p, mik-548h/miR-548i/ mik-548d-5p, miR-548n, miR-586, miR-590-3p, miR-883

gs from Ingenuity Knowledge Base (show all 7706 d literature findings)

regulates: FABP4, FASN, LPL, CD36, PPARG, CEBPA, ADIPOQ, SLC2A4, NR1H3, ABCA1, ACACA, LEP, CFD, CCND1, SREBF1

g by: tr 15-deoxy-delta-12,14 -PG) 2, TNF, Inst, i . —
CEBPA, , phertTT T I t K I dg B (
binds: RXRA, rosiglitazone, NCOAL, Rxr, Mwm:ﬁc:wum, PPARGC1A, NCOR1, EP300, FABP4, A} ngen ul y nowile S ase =2
G:1051)

- : o e ] SN TVRIBIROIRINRIRENE
S
disease: obesity, non-jpadfidependent diabetes mellitus, insulin resistance, hepatic steatosis, cancer, nonak < B T ZIN

weight g Giabetes mellitus, insulin-dependent diabetes mellitus, non-small cell lung cancer, hype|

sarcBa, proteinuria, glioblastoma, metabolic syndrome X, prostate cancer, metastasis, early-onse! | -

disease, malignant meningioma, leu\ar depressmn septic shack, severe sepsis, precancerous can g' Sh I I ,\,1&0 J\\ 03'5 t—c\\é
disorder, HI' phy syndrome, renal and urological disorder, cere o OW a J (&=

depressive disorder, angina pectorls, tumr, end stage renal disease, coranary disease, chronic hed

immunodeficiency syndrome, congenital adrenal hyperplasia, cystic fibrosis, polycystic ovary syndr

mild cognitive impairment, Friedreich ataxia, arthritis, hepatitis, vase] N. o
cancer, familial partial lipodystrophy type 3, cutancous T-cell lymphoma, inflammation, asthma, and B /|\
u\:Erath colits, = syndrome, colitis, hyps , bipolar dis

allergic (chronic relapsing), hyperphag\a arthritis,
cancer, follicular carcinomay colorectal cancer, colorectal carcinom, osteaporosis, iver cancer,

cancer, severs insulin resitance with obesity, cariy-oneet abesity, sortic stenosis, insulin resictance diabetes melltus hypertension syndrome, oxperimentally mduced sepeis, colon
carcinoma, endathelial dysfunction, renal cancer, renal-cell carcinoma, tumarigenesis, Huntington's disease, familial partial lipodystrophy type 2, central nervous system cancer,
prostatic intraepithelial neoplasia, pulmenary alveolar p uterine cancer, uterine leiomyoma, papillary thyroid cancer, papillary thyroid

RefSeq/Ensembl Eh7AYIA—-L

BRNTRRENET, h—YIEICE

B RB32ETIO0EY - L EDAIE BRI
CRTBERTEET

PPARG  Chromosome: 3; Location: 3028

Domains

&

This gene encodes 3 member of the peroxisome proliferatar-activatad racaptor (PPAR) subfamily of nuclear recaptors. PPARS form h|

e B R | Entrez Gene OYYY—. GO |&I&H

T e e e S e B e SO T e

factor activiey, 2] ion binding; prostaglandin recapeor sctivi
e AT A e T e S e S A B S S e e 7N

binding Eranscription factor activicy; s#€foid hormans receptor activity: transcrition factor bindings transcription regulatory regian D)

Biological Process:  activation of cysteine-type endgehtidase activicy involved in apoptotic process; brown fac cell <ell

ek fon; alltor raspongpP organic cy<he campouns cellula rasponse to proscaglandin € stimulus; caluar espanse to prostaslandin sumuluey callat response o renore 10 celalar respone o viamin £ epchelal coll
difierentiation; fat cell Gja#fentiation; fatty acid metabolic process; fatty acid oxidation; gene expression; glucose homeostasis; G-protein coupled receptor signaling pathizy; :
responce intracelyafeceptor macisted ignaing pathvay, i homsostasic g metabolc process, Ipsprotai ransport; long- i i y . Ty .

ponse; negative regulstion of cell growth; nagative ragulation of cell p
Ceorage: naggba reg o of coll e biatymih et racest’ nagative regulaton of aytokine sreducion’ nesats ragu ation o nic

ey .
cifferantipsn; negative regulation of pancreatic st=llat= cell py ” f } ?&9 _7“ I\tg-é ll. gﬁb‘%
e e e e pmZLE?ZZf;iiiiiﬁ‘ﬂ'!;ﬂi?f;i (i?:l“i}“:p“a;ili?f e J Dru g H

oligodendrocyte differentition; positive regulation of ph#Bocytosis, engulfment; positive regulation of sequence-specific DNA bindi
transeription from RNA polymerase I1 promoter; regyfBtion of blood pressure; regulation of cholesterol transporter activity; regulati
regulation of wranscription from RNA palymerzse Jpromoter; regulation of transcrigtion invalved in cell fate commitment; response |
stress; respanse to liid; response o low-denglfy ipoprotein paricle stimulus; response to mechanical stimulus: response o nutrd TN

tarvation; respense to vitamin A; signsj#ansduction; steroid hormone mediated signaling pathway; transeription, DNA-depende)
white fat cell diffarentiation

Cellular Component: _ cytoplasm; cytosol; nucleoplasm; nysfus; perinuclear region of cytoplasm

Show detail 29y 3 3L TR
BINEmNRREINET

agonist I]
tesaglitazar =

troglitazone : Noscal; Prelay; Resulin; Rezulin; Romglizone; Romozin ShOW detall %OU\yOg'é:t_C‘@j'
LySh&RRENET

GI262570

Actos; Actost

flet; Actoplus Met XR

rosiglitazone petfindia; Rosiglizole
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Land Explorer for IPA*
PAYITA—LEI-NSERE., t MBS AOFRBRIR/(F -2 ANBENTEET  BIGFLAIEE 2 DRATZ4 )\
U7>NMIDWT, GTEX 50 51 FBREDL MBI OBC FRIREA>5539747(CTOY R TEET,

BREBEFO7A1YVIA—LE1—TView GTEx human tissue expression (Land Explorer) 17Uy 93T,
Web R—AzRE. B FORIRBEHREZRRUET,

atherogenic dyslipidemia, gestational diabetes mellitus, rheumatoid arthritis, primary ovarian cancer, proximal tubular toxicity, bladder cancer, epit

Isoforms From View GTEx human tissue expression (Land Explorer)

FABP4 Chromosome: & Location: 8q21.13
| ] ] p—

_ Lipocalin Length
Domains ! (# of R;\'s)

FABPS 201 | FABP4-201

Descriptions from External Databases

Entrez Gene Summary: FABP4 encodes the fatty acid binding protein found in adipacytes. Fatty acid binding proteins are a family of small, highly conserved, cytoplasmic p
metabolism. [provided by RefSeq, Jul 2008]

GO Annotations
Molecular Function: fatty acid binding: hormane receptor binding; lipid binding; lang-chain fatty acid binding; long-chain fatty acid transporter activity; protein binding

T IA NT(E. RefSeq B FETIVMEREINTWVET , IPA OT7AYVIA—LE1—TROVIII MW A% Ensembl (C
D& 3L, Ensembl Bz FETI)VEERLUT Land Explorer TS AV NBIZFOES(L AR R TEET .

Isoforms From View GTEx human tissue expression (Land Explorer)
RefSeq
i Ensemb! Chromosome: 21; Location: 21922 13
Rl Hm— —+—1 1 -
Domains "=
FAS PAS_11
= =
PAS_32
=
PAC
=
SIM_C Length
= (#OfAA'S)  # of findings
SIM2 varisnt SIM2 | SIM2:201 .—"—‘ T T \dl 667 15

‘_) Select land | GTEx_B38_Ensemblo2 v | Find gene  siM2 Q, Search Transcript FPKM (Individual Chart) v
Y Custom *3 Add Filter X Chart Seiting | Grouping Tissue v | Trellis No Trellis Download
 Apply Transcript FPKM for SIM2-203 of SIM2 by Tissue
Sample

S N peripheral blood - .
e vagina- ". °

samplelD v uterus-| 0

thyroid- .

SubjectiD M testis- .

Tissue v stomach- [ - L *,
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GTEX OE Y TINOILERAFT—%ERAL T, 8. MERIRE. BOY Y TILDIHI T NI T T BER. BIIL—
T1t. Trellis option (C&BDEIRENBIRETT

Y Custom » | +3 Add Filter £x Chart Setting = v  Grouping Tissue v

*’APP'B“ Transcript FPKM for NM_001.

Sample - -

peripheral blood -
Search vagina -
uterus -
thyroid -
SamplelD v testis-
stomach -
SubjectiD v  Sleen
small intestine -
Tissue skin -
HelE - prostate -
pituitary -
Check All Check Mong Invert pancreas -
L ]
% o0

ovary -
nerve -
muscle-
W galivary gland -

adipose tissue

I [/]adrenal gland

Tissue

lung-

[/]bladder ‘ liver-
i kidney -
[ [/)blood vessel ~ - ] heart -
3 . fallopian tube -
[z] brain I esophagus -
= b t colon-
reas cervix-
. breast- e 85948
convix reast- r-nl
. bladder- J
=
-'!.) Selectland | GTEx_B38_RefSeqds » Findgene EGR2 Q, Search Trans
————
Y Custom +3 Add Filter & Chart Setting  ~ Tissue Detail Type Mo Trellis
Q,
v Apply | m{w_m 13
Sample SamplelD
- SubjectiD
Search... Tissue
Tissue Detail Type ) .
SamplelD bt Flag To Remove 1)
SubjectlD v Land Sample Type .
Ti - Small Intefti Land Tissue
15sue Skin - Sun Bx| TissueCat
. Skin - Net Sdn cgon e ° ™
Tissue Detail Type A Tumor Or Normal »
Flan Tn Remawve " . . .
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3eqdd » Find gene | EGR2 Q, Search Gene FPKM v ||

3 Chart Setting v  Grouping Tissue Detail Type  » | Trellisf No Trellis v I Show PValue
| o}

Gene FPKM f{ £ Ek‘pﬁ

SamplelD -

Merve - Tibial-
Skin - Mot Sun Exposed (Sup...-

skin - Sun Exposed (Lower l... - Tissue Detail Type

Heart - Atrial Appendage - Flag To Remove ®
Pituitary - L
Adipose - Visceral (Omentum... - Land Sample Type y
Lung - . - .
Testis-

Preact - Mammare Tiesnea =

FTIAIN TR BRNOEGEFORRT —INNSDZRIVTICRRENEI N BEFLANLOFRRBRICTIDEZ S
ENNTEFT,

» Findgene | EGR2 Q, Search ens *x | &

€3 Chart Setting | *  Grouping Tissue Detail Type  « TreJ select view Qa Dc

Gene FpKM ©ene FPKM
Transcript FPKM (Individual Chart)

Merve - Tibial - G M e , bl
Skin - Not Sun Exposed (Sup...- Qe ets o
Skin - Sun Exposed (Lower ...~ i ®

[Find genel(CEDMBOEKDOGHHEIEFOFRIRZIRZTKIT LN TEFT .

GTEx_B38 RefSeqls w» |Find gene bc Q, Search Gene FPKM v

¥2 Add Filter & Char{Setiing | + "™ v | Trelis NoTrellis v | ShowPValue
bcam_chr19
bcan . .
Gen&PKM for EGR2 by Tissue Detail Type
bean_chr
= bcap29

. % bcap29_chr7
Skin - ot Sun Exp
skin 4 Sun Expose bcap31
¥ Heart - Atria . e o
PIoTary ™
v Adipose - Visceral (Omentum... -
Lung-

* Land Explorer for IPA (&, OmicSoft Land Explorer O#EEFBIFRMRERDE TN, IARTD IPA 1—H— (R
T BHFEOFIHA A2 BERTC. GTEX NMSDBIETFRIRT —77iRtUET.

EB(CEDOMMDARER/ R BB EN SO+ B> TS R2 I T —INTIE T 3zl (&. OmicSoft Land Explorer
HMIAETY, FULIEBRIVEDEZE,
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Chem View : {£t&%). Drug OE#HERRLET .

Chem View: fenofibrate - neighborhood Explorer

Review the categorized literature findings and database information for this node.

Summary

Synonyms:

2-[4-{4-chlorobenzoyl)phepe@y]-2-methyl-propancic acid, 1-methyle

Synonym. & RENFRENFE
Elasterate; Elasterin; Fgafbrate; Fenogal; Fenotard; Lipanthyl; Lipan

Lipire:x; Lipoclar; Ligefene; Liposit; Lipsin; Lofibra; Luxacor; Molipax; a—
chlorabenzoyl)pbefioxy]-2-methylpropanoate; Protolipan; Secalip; SeqOrery TRCor TTTOMOS

sSystematic Name: probenzoyliphenoxy]-Z-methyl-propanoic acid, 1-methylethyl ester

IUPAC MName: pr2-vl 2-[4-{4-chlorobenzoyl)phenoxy]-2-methylpropanoate

CAS Registry Number: 49562-25-9

SMILES: |cof(oyoci=0)c(c)(C)oci=Cco=C(c=C1)C(=0)C2=CC=C(C=C2)c]

InChI: [1nchi=1s/czoHz1clo4
fel-13(2124-19(23)20(3,4)25-17-11-7-15(8-12-17)18(22)14-5-9-16{21)10-6-14
fhS-13H,1-4H3

Chemical Formula: CzgHziClog

Molecular Weight: 360.83133

Ingenuity Knowledge Base (&
FEINTLBIBEIROIM N TRRENF
9, Show all~Z)yJd3LTE
BIRNTRENET

PubChem Link: 3339

Canonical Pathways:

ed literature findings)

qoriz

regulates: APOAL, SCARB1, ACOXL, IL6, FABPL, Fibrinogen, TMF, CAT, CRFP,

regulated by: --

binds: MNR1HZ, NR1HZ

role in cell: production in, quantity, state iii respiration, proliferation, organization, respiration, infiltration by, surface area, expression in,

binding
disease: hypertrophy, hepatomegaly, myalgia, cardiac fibrosis, oliguria, experimental autoimmune encephalomyelitis, rhabdomyolysis,
stroke, hemoglobinuria, asthenia, acute renal failure, albuminuria, hepatic steatosis

Member of Groups: --

Members of Subgroup: --

Brand Mame(s): Ankebin; Antara; Elasterate; Elasterin; Fenobrate; Fenogal; Fenotard: linanthwl: linan

s linidew: linidil: 1inidil Micen: | inid
Supra; Lipifen; Lipirex; Lipoclar; Lipofene; Liposit; Lipsin; Lofibra - y wy —
BRARGHERIBIRBENRRENET

Secalip; Sedufen; Tricar; Triglide
Manufacturer{s): ABBOTT; CIFHER; IMPAX LABS; L

CYCLE PHARMA AZ; OSCIE

Therapeutic Categories: hypolipidemic drug

hyperlipidernia Approved

obesity Phase II Tgfminated Solvay Pharmaceuticals NCTOO0E165292009-07-17

o Phase 11 Completed Ngt\onal Institute of Diabetes and Digestive and Kidney NETO03617512007-08-22
Diseases (NIDDK)

burn FPhase II Completed Shriners Hospitals for Children MNCTOO3617512007-08-22

sleep apnea syndrome Phase II Terminated Solvay Pharmaceuticals NCTO0E165292009-07-17

hypertriglyceridemia  Approved --

hyperchalesterolemia Approved --

dyslipidemia Phase II Terminated Solvay Pharmaceuticals MNCTO08165292009-07-17
hypertension Phase I rr":ctrﬁltng NMational Institutes of Health (MIH) NCTO08725992009-03-30
hypertension Phase I Mat yet Vanderbilt University LT COOunnn ne o
recruiting

burn Phase III Recruiting firiners Hospitals for Children ShOW deta'l %0”“}03-5:&_6‘%%&
burn Phase III Recruiting The University of Texas, Galves ‘E = .

- . I \ —
E;}mz;};blhary Phase II Recpiting PBCers COrganization G)Lbu |ﬁ$&b ﬁménia—

primary biliary
cirrhosis
primary hiliary
cirrhosis

Phase II Fecruiting Sciele Pharma NCTOO05750422007-12-13

LLCTOOCTOnATonnT 3

Show detail 27Uy7932ETES
Ly hRReEnEd

Phase II Recruiting University of Florida

A ST

737 Categorized
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Gene View, Chem View @ Findings 233>\ T
Show Detail 2EZ=IIVIFBET, IPA [CEIFENTLSEFLySHhTIVU-RlICERREINET,

5] : PPARA O regulation of (CB§95FLwv>

#=(3 Findings #4T9,
DIwId32ETHE Finding ZBET
EF9

regulation of {15) _AC0OX1, CYPZC11, Gald response element, PPAR
2, PPARA, SLC104Z, UCP1, UCP3

localization of {14) AFPOBR, & 1, Ptez, ADIPOQ, HDL, INS1, Proinsuling THF

metabolism of {14) fatty acid, WJ Daycose, amino acids, lipoprotein

Dy 332 T PPARA £ ACOX1 [
@ Regulation of (CE89% Finding
ZHETEET

f5 : PPARA 0 regulation of @ Findings —&

Findings: Functional Roles

Review the information that supports the gene-to-function relationship. Click the plus icon to view the reference information.

PlainText OFT REFEREMCES

PPARalpha [FPARA] is involved in regulation of StarD2 [PCTP].

20045742 Kang HW, Kannao K, Scapa EF, Cohen DE. Regulatary role for phasphatidylcholine transfer protein/StarD2 in the
metabolic response to peroxisome proliferator activated receptor alpha (PPARalpha). Biochim Biophys Acta 2010
Apr 01;1801(47:496-502 ,

Source! Ingenuity ExpertAssist Findings

Original Sentence:  StarD2) is abundantly expressed in liver and is requlated by PPARalpha.

Human CITEDZ2 protein increases transcriptional regulation of promoter fragment {-551--471) containing a PPRE from Aco
[ACDX1] gene that involves conjugated linoleic acid and rat Ppar alpha [Ppara] protein.

Experiment Type:  luciferase reporter gene assay

15051727 Tien ES, Davis W, Wanden Heuvel JP, Identification of the CREB-binding protein/p300-interacting protein CITEDZ as
a peroxisome proliferator-activated receptor alpha coregulator, 1 Biol Chern 2004 Jun 04;279(23):24053-63,

Source: Ingenuity Expert Findings

PPARalpha increases regulation of UCP-1.

10873645 Teruel T, Smith 54, Peterson J, Clapham JC. Synergistic activation of UCP-3 expression in cultured fetal rat brown
adipocytes by PPARalpha and PRPARgamma ligands. Biochern Biophys Res Commun 2000 Jul 5;273(2):560-4,

f5l : PPARA & ACOX1 fE® regulation of (CE893 Findings —&

Findings: Functional Roles

Review the information that supports the gene-to-function relationship. Click the plus icon to view the reference information.

Findings 1 - 2

Human CITED2 protein increases transcriptional regulation of promoter fragment {-581--471) containing a PPRE from Aco [ACOX1]
gene that involves conjugated linoleic acid and rat Ppar alpha [Ppara] protein.

Experiment Type: luciferase reporter gene assay

15051727 Tien ES, Davis 1w, Yanden Heuvel JP, Identification of the CREB-binding protein/p300-interacting protein CITEDZ as a
peroxisome proliferator-activated receptor alpha coregulator, 1 Biol Chern 2004 Jun 04;279(233:24053-63,

Source: Ingenuity Expert Findings
Human CITED2 protein increases transcriptional regulation of promoter fragment {-581--471) containing a PPRE from Aco [ACOX1]
gene that involves WY-14643 and rat Ppar alpha [Ppara] protein.

Experiment Type: luciferase reporter gene assay

15051727 Tien ES, Davis 1w, Wanden Heuvel IP, Identification of the CREB-binding protein/p300-interacting protein CITEDZ as a
peroxisome proliferator-activated receptor alpha coregulator, J Biol Chern 2004 Jun 04;279(23): 24053-63,

Source: Ingenuity Expert Findings

Findings 1 - 2
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Disease or Function View : Disease t° Function ([CRET 2D FREXZRRUFT,

& - " "
> I PA Interactive pathiay analysis Disease or Function View

of complex ‘omics data

Disease or Function:

Synonyms:

Molecules:
show all

Function ids:

Provide Feedback | Live Support w

cell death

G0:0008218,death,necrosis,accidental cell death,GO:0016265

(+)-catechin, (+)-MK-801, (+)9,10-epoxy-127Z-octadecenoic acid, (-)-arctigenin, (-)-epigallocatechin, (-)-gossypal, (-)-trans-7,8-dihydroxy-
7.8-dihydrobenzo(a)pyrene, (-)4,5-dicaffeoy! quinic acid, (6)-gingerel, (E)-2,3',4,5'-tetramethoxystilbene, (E)-3-(4-fluoro-phenyl)-N-[4-(1-
hydroxy-5-methyl-6-nitro-1H-benzoimidazol-2-yl)-phenyl]-acrylamide, (E)-3-(4-fluoro-phenyl)-N-[4-{1-hydroxy-6-nitra-1H-benzoimidazal-
2-yl)-phenyl]-acrylamide, (E)-N-[4-(1-hydroxy-6-nitro-1H-benzoimidazol-2-yl)-phenyl]-3-(4-methoxy-phenyl)-acrylamide, (R)-flurbiprofen,
(R,S)-1-aminoindan-1,5-dicarboxylic acid, (S)-mevalonic acid, (£)-2-hydroxyolsic acid, 1'-acetoxychavicol acetate, 1,1-disthyl-2-hydrosxy-
2-nitrosohydrazine, 1,10-phenanthroline, 1,2-dimethylhydrazine, 1,2-dipalmitoyl-sn-glycero-3-phesphate, 1,2-dithiol-3-thione, 1,4-bis[2-(3,5-
dichloropyridyloxy)]benzene, 1,4-phenylenebis{methylene)selenccyanate, 1,7-diamino-4-azaheptane, 1,7-dimethylxanthine,

<alpha, 25-dihydroxy vitamin D3, 1-aminocyclopropane-1-carboxylic acid, 1-butanol, 1-chloro-2,4-dinitrobenzene,

13-hydroxyoctadecadiencic acid, 14,15°®sqyyeicosatrienoic acid, 15(S)-HETE, 15-deoxy-delta-12,14 -PGJ 2, 15-hydroxyeicosatetraenoic acid

G0:0008219, GO:0016265

ZRRLET

Disease > Function (CEI9 25 F

O>—%FRRLEFT

Disease ¥ Function "Ed323A> ~

Showing 3 of 451 row(s) of Target data. (Sho

Target
(Gene Entrez Gene Nar.e Location Type
Symbol)
ABCA1L ATP-binding cassette, Plasma transporter probucol Human,
sub-family A (ABC1), member Membrane Mouse, Rat
1
ABCB1 ATP-binding cassette, Plasma transporter dofequidar, OC 144-093, valspodar, XR9576 Human,
sub-family B (MDR/TAP), Membrane Mouse, Rat
member 1
ABCC1 ATP-binding cassette, plasma transporter sulfinpyrazone Human,
sub-family € (CFTR/MRP), Membrane Mouse, Rat
member 1

Back to top ==
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HALFZvILKR—

Canonical Pathway. Tox List. My Pathway. My List ZZ -~ IS MI>%&IUvIUIED, Project Manager t

THIYYIU. View Report ZZEIRUIZDIBET, ZORFRDFLySHRBRENTAA TV ILR— MIRRENET

IPA canonical Pathway R INGENUITY'

14-3-3-mediated Signa| 9,{j—~\\ 9|/7|'\ ~N% PDF ﬁgiﬁ;‘c,{%ﬁ i )

Report Date; 2010-02-23
IPA Wersion: 8.5 (Release Date: 201] [ Download Report (FOF)

Content Version: 2602 (Release Daf Tgig‘
iption: The 14-3-3

Description:
(B & v

actually the phosphorylated forms of B and 1. 14-5-3 proteins function a5 dimmers with each i
prateins is to bind phesphosering threonine-containing matifs in 2 sequence-specific mannzr, £.2.,

T e e .| Pathway D #1E NERENFET
(Signaling Pathway M)

received. O actidfion by GREZ, the small GTP bindng protein Ras interacts directly with Rafl and recrurts Rarl to the plasma membrane . Rafl then anosphorylates

the kinase MEK, leading to stimulation of the ERK signaling, which translacate ta the nucleus and phosphorylate the transeription factor Ellcl invalved in ceil division or
they phospharylate the REK. Signaling via cell surface receptors initiates the mitogenic response of o
imvolved inthe pracess of tumarigenssis. RTK ackation yia gronth fastor stimulaten o encogeni m

; y 37T
the production of second messengers such as PIFZ, 5 h q] ﬁ?trﬁ E N
including PRAS, GSK-3B, several mammalian ho Pat WaY‘ LISt D LO)/;K
3B, a Rah GTPase-activating protein, ATP-citr:
. L NS g —
the substrate fo 14-3-3, which induce a \ t,f 3 *%% tﬁ? —_ D\E é
in its displacement from the nucleus ) v A HE N—5 7N
phosphorylates ribesomal protein @8k to promate protein synthesis and cell growth,

In summary, 14-3-3 act as #Mbsteric cofactors to madulate the eatalytic activity or confarmational sto ngsa'

romatography . The species initially designated a and Delta are

ryotic cells. There are seven kibwn mammalian 14-3-3 isoforms, |

si apoptosis; Ceff Cycle Regulation
Pathway Categories:
Top Functions & Cell Death; Cell Morphalagy; Cellular Growth and Proliferation
Diseases:
Molecules: 1-phosphatidyl-D-myo-inositol 4,5-hisphosphate, 14-3-3, Akt, AKT1S1, BAD, BAX, CBL, CDKN1R, discylglyceral, ELK1, ERK1/2, FOS, FORO1, GFAP, GRBZ, Gsk3, Ink,

JUN, MAPZK1/Z, MAP3KS (includes EG:4217), MAPT, PDCDEIP, PI3K, Pke(s), PLC, RAFL, Ras, RPSEKAL, SNCA, SRC, TNF, THFRSFLA, TPF3, TRAF2, Tscl-Tscz, Tubulin,
VIM, YAPL

Pathway. List FODFZ25—Tvh
Targets actions EATATATES I o —
TUBB1, TUBBZA, TI C, TUBBA, F t?% DrUg |E¥Eb\§ménig—

TUBB4

Showing 3 of 39 raw(s) of Drug data. (Shaw All)

TTEESTTET Ty FITa=E T T

Pathway. List /0 Drug OA—4'y
NBOTUVD D FHTRRENET

adalimumab THF antibody Humira

TUBALA, TUBALC, TUBASC, TUBA4A Hfider
TUBAS, TUBBL, TUBBZA, TUBBZC,
TURB3, TUBRd, TUBGL

Showing 3 of 24 row(s) of Target data. (ShpaAll)

Target
(Gene Entrez Gene Name Location Type Drug(s) Species
Symbol)

kinase

v-akt murine thymema viral Cytoplasm kinase enzastaurin <L oL

aneogene homalog 1

-akt th | Cytopl, 1 1

Canonical Pathway. Tox List %

v-akt murine thymoma viral

aneogens homolog 3 (protein 0) L\ N

SRR BEIBOCAVERX IR RINE
C «noff RS

Cytoplasm ki enzastaurin

Showing 3 of 33 row(s) of References, [Show Al g

Reference
Dérijard B, Hibi u IH, Barrett T, Su B, Deng T, Karin M, Davis R, JMK1: a protein kinase stimulated by UY light and Ha-Ras that binds and phosphorylates the c-lun
activation dorpff, Cell 1994 Mar 25;76(6):1025-37,
wang 2, Gk S, Zhang L, Moran MF. Requiremnent for phospholipase C-gammal enzymatic activity in growth factor-induced mitogenesis. Mol Cell Biol 1998
Jan;18(1):590-7.
Thorsan 18, vu LW, Hsu AL, Shih Ny, Graves PR TannErJW Allen PM, Piwnica-Worms H, Shaw AS. 14-3-3 proteins are required for maintenance of Raf-1 phosphorylation
and kinase activity. Mol Cell Binl 1996 09 1;18(3):5229-3

About Ingenuity | Contact Us
000-20L0 Ingenuity Systems, Inc. Al rights reserved.
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I AR— Mise

IPA TIFF—HIIAR—MIEIRERD4> ROCE T ERO7AIDNEEENTVET I A-IFT 8- TFANT —INRER
BRRIOTAIINST —FTIZR— MU TS,
E 1 DAY ROICEOTEFREINBVT A2 6HDET .

A A= T7AILDRE

/_ THXARI7AILDRE

v .
Export: @- S =0 (&)
E-mail & 1E /

TYURT IR

AA=ZTPAIVDRE 1 RYRD—IDAA-SZEIERTHEDLET . BEROI7 (IR FREREGERTEET.
THEANIPAIVORE  BIGFOD ID ZH DI BENPIEETT .

E-mail TIX(E : RYMI—VDEIERZ E-mail TIXEF2ENTEFT,

JUDRTI : DDA FITBENTEET

EOMOTIVT—>3a>ADIIAR—b

IPA (% List # GeneSpring. Rosetta Resolver, Spotfire AIVAR—KNITBENTEET , ZT7 VT —2a2 (iU
TR TUAMZRFLET

Lists
I New List 1
SLACINEIRE)

Lizt Mame:
Mew List 1 Rosetta Resolver (broadcast)
Spotfire

GieneSpring G

Motes: Fun Functional fnalvsiz

]

ABCCY
AGATI
ACSLI
ACSLE
AGL
AmD
ARFIP
ATPZB4
ATHMI
BUB1 (includes EGE99)
BZW1
CI1RL
CASH
CCMET
CCT2
CDED
CDC2

=

(

Rl
IPA OA> POS—THRZRUIZ ID ZIVAR— U, BIRT —9%ZHERIT 5,
X BT IVT 230N -2 PyTRECLD, IEBCEMFLRVMEEEHDET .
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F—HDIITV> ) HkkE

IPA TREMLIET -1 - TSI 7U> IS BIENTIRETT . CNICKDT IV MNETORFAERDHB T 5D
SIHERENBIREICIRDFT

SIS 2 DORBEENHDTOS 1 NRA—Sv THER TEE T,
*% Shared Projects

-"l Projects Shared with Others
-*% Projects Shared with Me

Shared with Others : B QT —9%&EE20T7HI> NIHBUET-5TY,
Shared With Me : fiO7hT> MBSEDFEICHEINET—4TY,

AR YITENET IR IIP DT —HEHIRT B I 7 RDT—IEHETNE T, STFENEEL
—Y—bhF-5&HELEMEER. Y17 0TI MIE-ULTEE W,

Shared with Others D{ER%

CCTRBEROT 920 IPA 7HhIY MBI 5 E25HBLET .
HBETEZT-AE. T-5ybh 7FHUS X 32V R4 D14 YUARTT,

1. File XZ1—H" Share/Share Manager Z#&RUEY,

Upload Dataset

Preferences

Close Session

Sien Qut

2. Share Manager H'BZ% 9,

To share files (&

£. dataset files, analvses, My Pathways, etc) with your colleagues, create a new shared project or select
ah exizsting one. To add files to the shared praject, click Add for the Shared Files field To invite colleagues to the shared
project, click Add for the Shared Froject Members tield

rCreate or Edit Shared Projec

MEW SHARED PROJECT
Choosze Shared Project to Edit
Shared Files Shared Praject Members
= Members Status |
(=] -
==
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3. New Shared Project Z7)vJU. &RIZADLTHBORHOTOS 1Y MERRLET .

Greate Project

HNates:

4. JOZ1Ib2IERRUIZS. ADD 7> %0 ILET .

2} Share Manager

To share files lee. dataset files, analvses, My Pathmways, etc.) with wour colleagues, create a new shared project or select

an existing one. To add files to the shared project, click Add for the Shared Files field. To invite colleagues to the shared
project, click Add for the Shared Project Members fisld

rGreate or Edit Shared Projects

[ e oo |
Chooze Shared Project to Edit
||! test v|
=\
Shared Files bhared Project Members
S

= Members Status |

CLOSE

Select Files to Share 71> RUDOEID Choose Folder/Files to Share 53 17UEWT—4EiEIRU.

ADD M35>%3$BLT Destination Folder (CBENSHTLZEL)\, Destination Folder hSHIBRUZWGE(E
REMOVE M7>%9vIUTLIZE W, 58 T UTES SAVE 9> %IUwILET

To add

k.
Save.

rSelect Files to Share

Choose Folder/Files to Share Destination Folder

EH:I Sample fnalyzes

: EH:I Datazet Files

[ Prostate Diseasexls
B Circadian Fhythm

-B Circadian Rhythm
B
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6. TADIBEMNMEDDELS. RIFSIT7I2HOTHI NEIBELET .
Share Manager 71> RODERID ADD R ZHLTIZE,

an exizting one. To add files to the shared project, click Add for the Shared Files field. To invite colleagues to the shared
project, click Add for the Shared Praject Members field.

rCreate or Edit Shared Projects

HEW SHARED PROJECT

Chooze Shared Project to Edit

[ test - N
Shared Filez Shared Project Members /
| Prostate Dizeasexls -~ Members | Status "f—’
E Gircadian Rhythm ||

2 Estrogen Treatment

7. TA%I7URWTADUN (E-mail 7RUR) ZAA. £zl Existing email(s)9TDiEEDOEBENSTH
> MEEIRU. ADD RI>=IUYILET . 1 PUIRTHD> M E-mail TOXyE—S6aJEET Y,

Add/Remove Members: E‘

To add e-mail addreszes with whom you wigh to share files, enter e-mail addresges in the left field and click #dd. To
zend a message along with the invitation, add your message to the Mse field and click Save

rAdd/R; Member

Enter/Edit Addresses Select Members to Invite

Add new emaills) | Existing emailis) |
tect@digiat-biology.co jpl

-

<< REMOVE

Email Message

Suby. |Ingenu\ty Pathwawz fnalvziz - Invitation from Hideo Tanska

Hideo Tanaka has invited you to view his/her Iheenuity Pathwaws Analvsis results for the project: test

[ GG me

8. SEND RA>%=HwId 3L, S175E(C E-mail BNESN. 1750 Accept 9% (Shared With Me £8g)
ET—AITHRRIILE T .

= nn
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Shared with Me
CCTlE D IPA AU MBI 1 7aNeT —9%2HET 355755 BBLET .

1. File XZ1—h5 Share/Invitation Manager Z7JyJUL%9,

zoft Internet Explorer

Eile | Edit Window Help

¥ »
e k:iated with |Gene Symbols or Ider

Upload Datazet

Share Manager

Properties »

Preferences 4

Close Session
Sign Out

2. Invitation Manager TRIELZWIOS I NMIFIv % AN, ACCEPT Z29UvILET,

; Invitations Manager
To accept or decline an invitation for a praject being shared with vou, zelect a project and click Accept or Decline. You
may also =top participating in a Shared with Me project by selecting it and then clicking Decline.

rfccept/Decline Invitations
d \FProjects Shared with Me | Ovuner | Status T Expiration
( ?ﬁﬁamﬂﬁﬂ?m genichiro_ashida@digital-bial.. AGGEPTED
NS
e ——
=

CLOSE

3. U LEOBETIOZ I MR —SvD Shared with Me JA)L I THET —9%BETERLI(CR
UE I

4. HBET-HZBDOITAAHARFUTSEWGERIEZSIRL. BR0OIANYCIE-L T
(AN
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SIFPT-HEIAIODITIMIE-T3
Edit XZ1—h"5 Copy Files Zi#RU TZE 0\,

Edit | Window Help

T

ﬁlﬁj:}'u:u:.:z:e Files to Copy

From the My Files menu below, select which files vou wish to copy, then choose where the copies should be placed.
Click Add to place copies into the destination of your choosing.

Chooge Files to Copy Chooge Where to Place Gopies
5 I demot201
4 test
: IPAG.0 0418 -
'D Sample Analyses |D =
'D Tizzue Expression B e sl
= ahisda20060731 [ 20070725

EH:I Datazet Files

- -B 20070735

EHED Analyses
@ Gopy 1 of Observation 1
B Observation 1

-

< REMDWE

SAWE GANGEL

B 7410 TRREINZIITENETOSTY MNIDT —9%ZIRU. ADD RIS TIATOSTINCHZTANSICHIZ T
{EEV, SAVE RIS TIE—%BIIELET . H—/U—DAEBEE D DORSFR . ABRDOT—9%TE —F 3B NDFILT
AE—FBLSIL TR,
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ASKRL—232D—DAR-R

5L =232 D= AR-ZhWERKEN 3L Project Manager (C #® J5RL -3 T-HRR-ZOTA IV NFEREN

F9, TR —23>T—DAR-ADVEREFREEIN D5 (FEEFL E T HEIRTZE,
IR —33>T—HIZAR—2=ERLTWSE Project YERBECLATOLS(C Workspace #hERRSN, ISR —33>
J—JAR—AAIC Project Z/ERKTEZ T,

Create Project 5'

Create Project
Workspace: '@ Tom Test 5 '|

Name: ||

Notes:

:
A

Platform:

SAVE CANCEL

iz, AR =232 T—IAR-ZAAD Project 2557w JU. Show members ZiEIRT2E T T OLS(CITRL—
23> T—JAR—AD Co-Owners ZZHERVZRITE T,

}}I__"] Libraries

-4 Tom Test 5

. E[E OWS Project

;B[ Ares Be Show Details

| [#-[Ea Brigitte T

B cws Project Details x|
Details

Name CWS Project
Creator 1 Abramovitz(dabramaovitz@ingenuity com)
Creation Date Fri Jan 22 15:39:14 PST 2010
Description ‘

Co-0wners |Amy Meyer{amendenhal@ingznuity.con &

IR =232 T=IAR-R (CWS) O7I7TZEFUATOLIICEEENET,

-Project/List/Pathway OFERL : CWS (CPITATEZINTDOADMERR TEET,

Project MBIES : CWS (7T ATEZIARTOD Co-Owner H' Project ZEETEE Y,

-Project MHIBR : Project Z/ERRUTEARANDHHEIBRTE. Co-Owner (HIBRTEE A

‘Project DZE : CWS (CPITATERIRTOAN Network., List. Pathway ZZE TEEIH.
BB RFCUMRIFCEERA.
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JUI7L Y ADEHIE

Application Preferences
XZ1—File > Preferences > Application Preferences Zi#R9I 2 ¢ T, IPA (CBIT 2K TEZITICENTEET,

ign Preferences X

! Filter ', Cache |
pr

Application | Gg

er
Variant Loss/Gain

Variant ACMG Classification
Phespho Log Ratio
Phospho Fold Change
Phospho Ratio

|
L
|
]
|
Base Color

Expr Intensity/RPKM/FPKM/Counts

Expr False Discovery Rate (g-value)

Expr p-value

Phospho Intensity/RPKM/FPKM/Counts

Phospho False Discovery Rate (g-value)

Phospho p-value

Comparison Analysis Bar Chart Coloring

Click a colored square to set the color that appears for each observation.

Chartcolors O1 02 03 04 O5 06 O7 08 09 010 O11 012 013 O14 015 016 017 018 019 020

E B EER H AN I | ||

System memory allocated to IPA

Projects

Display Example Analyses and Tissue Expression Projects

Notifications
[[] Send Analysis Status E-mail
Show Analysis-Running popup

‘Workflow Instructions |

Molecule Coloring : I7ZXTL v 3 ABDIERAICTIGUcBZRETEET,
Bar Chart Coloring : &45I(C/\—Fvr—bDEZRTELFET .
Projects : B> )10 14N, Tissue Expression 2% ~UE T
Notification : ###7D#& 7% E-mail TIRELF I,
Analysis-Running popup Z%&xRU£9 .
Advanced Search : U—FE(IRRETFERAEZIELET.
Workflow Instructions : ##fBtakF(CD—-IJ0-%2FRLE T,
Quick Start : ELH)EF(C Quick Start BIEZIFFRRICLET
Auto hide status bar : Status Bar (BRi& T2EzF5ED X)) ZBEBINALET .
System Memory Allocated to IPA : IPA TEAIIAEUEZHTE CEE T A EVEEZTBIET IPA DEIE
REVPEZEHOR ENEAFTEET,
JER : System Memory Allocated to IPA ZAELiBE%¢"Java Virtual Machine” cannot start.&LVSI5—
DT IPA NEEENTERKRDFET , TDOBRIC(E IPA Client 1'5 IPA ZH2EIU.
Application Preference @ System Memory Allocated to IPA DE&EZ/NSWMEICZEL TZE0,
IRTDFETEMEN OIS SAVE N> TEREZARTEL TEE W,
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Set the maximum number of Pathways, Networks, or Lists that can be opened in a windows :
—E(CREIF3 Pathway UREZERTETEET,

Set the maximum number of analyses that can be opened :

—[E(ZRAFS Analysis #&5%ETEEY,

Graph Preferences

G Aoplicatp Batacgnces *—_- =)
Applim@er \ Cache \

rItems to Display

Expression Values

[] Always Displayed

[ Relationship Labels
[] Always Displayed
Include Article Count

Overlay Tags

[[] Hide Overlay Tag Lines

Node fill highlight color [ |
Click on the colored square to open color picker

Fonts
Molecule Name Font Size 16 -
Molecule Exp Value Font Size 10 -
Relationship Label Font Size 10 -
Tag Name Font Size 13 -

I RESTORE DEFAULTS CANCEL

Expression Values : Expression Value Z&(CFRRUET,

Relationship Labels
Always Displayed : UL —>3> 3w SR 2 E(CRRUED .
Include Article Count : UL—>3 3y IN)UGRNEEFRRUET .

Overlay Tags : Drug #4%> Canonical Pathway 55 O#F%RLE T,
Node fill highlight color : Highlight T Fill &=7RZUIZERD Node DZEDDALEBZEIRLET .
Fonts
Molecule Name Font Size : 3 FEDODXFHAXZIBELET
Molecule Exp Value Font Size : Measurement Value OXFHYA A ZI8ELE Y.
Relationship Label Font Size : UL —23 3y TSRO FHA X ZIBELET
Tag Name Font Size : Drug %% Canonical Pathway #J OXFHA X %#I8ELET .

162



Filter Preferences

|£| Application Preferences

Application \léaph | Filter\l{jac
N —

Network Generation Inte... Select all

~

Species All

Tissues & Cell Lines All

[

[

[

[ Confidence Experimentally...
[

[

[ Mutation All

£ [w] Mammal
Node Types All Human
Mouse
Data Sources All Rat
Uncategorized

Stringent filter
(filter molecules and relaf

Relaxed filter
(filter molecules)

Filter Summary

Consider only relationships where
confidence = Experimentally Observed

IEﬁ I>I

RESTORE DEFAULTS CANCEL

Core Analysis B DT A NEKTEZZE CEFT,

Cache Preference

B Application Prefere—-._.

Application ', Graph{(", Filter " Gache |

IP#A performance can be e
as Ganonical Pathway information, on this local computer

Enable heenuity content caching an this machine.

The current cache size is 8 MB (8905070 bytes)

Amount of disk space to use for caching:

Amaunt of free disk space available 19559688 GE.

slawer until the cache is restored.

Abling caching, or temporary storage of frequently accessed IPA publicly available data, such

The minimum cache size i 1MB and recommended is between T00ME & E00MB.

Clearing the cache deletes all cached data. IPA performance for functions affected by the cache will temporarily be

Cache (F—9D—BHRIFHLEE) DRTEAEECEET,
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NKAD—-ROZESE
ROZEZITIENTEET,
File XZ1—

JKZXD—
1.

> Preferences > Change Password Z1&iRJ3E, &

IPADO7HIZN (X=ILTRLR) ZARLFT.

EENT-INRRSN IPA MR TUET

Forgot your password?

This page resets your Ingenuity password.

Your password is the same for all Ingenuity applications.

Email

SUBMIT

Please enter your Ingenuity user name (your email address) and you will be sent an email with a link to reset your password.

N0 — BRI U TN ESNTEX I T HIY MDOXA—VICTEEF IO T, U027y )L TLIEE W,

INGENUITY

Reset Your Ingenuity Password

Dear téiriea B,

You have requested to reset your password for your account hideo_tanaka@digital-biology.co.jp

&L
valid for 2 days and will expire once you change your password.

e

Please follow the link at: https://apps.ingenuity.com/isa/account/resetpassword/c= 2
5271 where you can create your new password. This link is only

ingenuity@giagen.com, or call 1.650.381.5111.

2016 QIAGEN. All rights reserved.

Please contact Ingenuity Customer Support with any questions at support-

FUWIRD =2 ASUT SUBMIT 27Uy I0 TLIZE W,

Reset Password

that you first save your work and then log out of all QIAGEN applications.
Please enter your new password.

Password

Stronﬁ

Verify password

This page changes your Ingenuity password for
hideo_tanaka@digital-biology.co.jp.

Changing your password will log out your account from all QIAGEN applications. Before changing your password, it is recommended
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Ry MNI—VEMP NIV LEE

I—-HY-DURIBRY NI—)%VER S 2R OBIES Z5RBALE T .
1. I-9-UZbo7yIO-R
2. Network Eligible Mi&iR

Network Eligible DE#

c1-H-DUAMIFIET 3.

-IPA OFLwIC ID WYy TEn 3.,

‘IPA OF LS THEERNFIET S,

3. Network Eligible 23 Eofzry NI —IDVERK
BRA 35 3F (FIANKER) TERULET,

4. 3DRYNI=DODFN 17 LLTFOBE
Linker Gene %Z{#L\. Small Network z{E&UF9 .

5. 4 OB THFN 35 AT ORYNI-IDIEE
Neighborhood Gene ZEHILE Y .

6. RYNI—VEMUTHERZR R
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IPA 1y ND—-H A7
IPA PMERLIZRY MO =D 52N 3 AT7ORIETY .

. v O -
min(|Fg|.|S]) l IFol ] l V|-Fgl ‘
iU sl )

Network Score = —log,, T
=N 51

FG = Network Eligible D&5t2%

N = RyhJ—=75D Network Eligible %

S = Reference Set (CE&&N3 Network Molecules £

V = Reference Set (CE5FN 3T 0—-/VUL5FAY~I—I5 0D Molecules £

X J0-/VLFRyRI—SEd, IPA Knowledge Base ([CEFN2DT&. 1293733 EHRETICORTEDEE

[ERBRYRNI—I%BRUET .
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IPA D FLHHEFR

IPA (FRYMI—VFRREF(C, IR T FORENHHIZEHIBI TERLICROTVET . FIABEIEREIROIERELRLET

R ITVET,

Network Shapes

Path Designer Shapes

@ Complex/Group

Chemical/Drug/Toxicant
Cytokine
Disease
Enzyme
Function

G-protein Coupled Receptor

oo 0

Growth Factor

lon Channel

=
[—

Kinase

Ligand-dependent Nuclear Receptor
Mature microRNA

micreRNA

Other

Peptidase

Phosphatase

Transcription Regulator

Translation Regulator

Transmembrane Receptor

o0 B>oOddId

Transporter

O Complex/Group/Other
Chemical/Toxicant
Cytokine/Growth Factor
Disease

Drug

Enzyme

Function

G-protein Coupled Receptor
lon Channel

Kinase

Ligand-dependent Nuclear Receptor
Mature microRNA
microRNA

Peptidase

Phosphatase

Transcription Regulator
Translation Regulator
Transmembrane Receptor

Transporter

A I TORE ORI PdaL ]
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Relationships

chemical-chemical interactions, chemical-
protein interactions, correlation, protein-
protein interactions, RNA-RNA
interactions: non targeting interactions

activation, causation, expression,

ion, membership, ,
molecular cleavage, phosphorylation,
protein-DNA interactions, protein-RNA
interactions, regulation of binding,
transcription

inhibition, ubiquitination

inhibits and acts on

leads to

processing yields

RNA-RNA interactions: microRNA
targeting

translocation

reaction

enzyme catalysis

direct interaction

indirect interaction



IYISNI
HEER LCHEEEROMEZ RIS VI ITN\Y MRIRT DIENTEET,
For/IERRDYIVE X (L File XZ1—h"5 Application Preferences/Graph Preferences Ti&E CE£Y,

Relationship Labels

A Activation
B Binding
c Causation/Leads to

co Correlation

cc Chemical-Chemical interaction

CP Chemical-Protein interaction

E Expression (includes metabolism/ synthesis for chemicals)

EC Enzyme Catalysis

I Inhibition

L Molecular Cleavage (includes degradation for Chemicals)
LO Localization

M Biochemical Modification

miT  microRNA Targeting

MB Group/complex Membership

nTRR Non-Targeting RNA-RNA Interaction
P Phosphorylation/Dephosphorylation
PD Protein-DNA binding

PP Protein-Protein binding

PR Protein-RNA binding

PY Processing Yields

RB Regulation of Binding

RE Reaction

RR RNA-RNA Binding

T Transcription

TR Translocation

UB Ubiquitination

HEERICOVT
DF ANSHF B FTEFENZKENE ENTNUATOHEEERZEKRLET.

SOFIZI N4
DF ANSIF B ETETIENZKRENE. DF A BDF B ZEMHETSEZTRLET . (INTOEENA
HEEA : BE. UVBRME, RSB EREZSATVEY)

XN 14
DF ANSDTF B XTEFSNZKENG, 53F B IO F ANSEEENDLZBIRLET
UB>R-LETH—

UB> ROSLETA—CEIFBNBRENEUL> RELETI-DFEEZRIRL TWET . CONI T4 TARI NG
LET - DiEHEALZ D RVMBENDDET , LETI—-DOFEHLEUH> RELETH-DFREEERD 2 REIBAN
OMCRDF,
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FA>MOWNT

AR=JLR (K=F) : Focus Molecules (Network eligible Molecules)z&U% 9,

1590y (RHK) : Override MIETEZL TEDIAAL Molecules Z&RUET .

* (FAHURY) + ABDURHEED Gene 1Y IPKB RICERDIAFNZPRCE—D Gene ELTRYET2NicbnERUE

ER

A : T—AAFEH Absent LIETESNT Molecules #RUET

+ (J3R) : CO Molecules MMiDRYNI—IRICESFNTVIEZRUET . + Y12 D L THEIIWIZTZEREET
BRYNI—D%MERTEET,

A (FIVF)  TVOTYIT—NIEOT, 1) BEODFHA—D(REINC. 2) —D0ORFMELICHBlENTZ,

3) DFHMHIBRENC., REDEENDOID FaRUET,

T (JOR) : I-T-—MERRUICHRILD FThHdItZRUET

§ : SBML Pathway&D1>R— Ul IPAICRYTENBh e D FERUET

FAVIMIHSI2aYEA STV IM 2H5053>

IPATRAALI N AZIZAD ATV I M AT O2FBRE TR N —DZAEEEL TVET . TNSIFERTIFICED
A29592 3V AESNGEIRTEE T , CITIEA 237232 DEWNIOWCERBLET .

HALINAZD23Y 1 20053 FHNMTERUICEIRYIEN (L5 NS 3155,
{5 : TGF beta binds fibronectin

Fe FF—URENBER) B b2 5 1SR TIBEREDILFEREEHET .

{5 : MAPK1 phosphorylates TTF1 protein

AT A3

2 DOFFHYIENICIAI NURWSE A AL I N 5723 R0ET

{51 : TGF beta protein increases the stimulation of human IL-6

COBER. REFNRASH OB ZNMTEL TEIEFRIEN TV ATREMNDDD T, 1291 LINM > A303 a3V ICa5EENn
9,

EDSIRFHIIMBIUIR T AT 2= REL TWSNIBEERZA TV S 2 ECEDBE/ERYYY %R
BI3In'TEET.
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Tissue Expression [cDWT

IPA OO 1 MR —S¥(C(& Tissue Expression ELSTOS T MHOE T, . #BEFID mRNA ORIFDEE
ZRELTVETD,

MRNA FEIRIERE T L0V —-RICHELTVET,

1.GNF Body Atlas OFR7 J7—>3>

CDT =& GNF (LT, FiAR. EERIAD C57/BL6 NI RZRTEIUIAEREN SSSNIXA 007 LA T —FEDERENT
VX9,

GEO O http://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE1133 OR—A2, FEEDRX TAREN
TWEY,

A gene atlas of the mouse and human protein-encoding transcriptomes.

Su AI, Wiltshire T, Batalov S, Lapp H, Ching KA, Block D, Zhang J, Soden R, Hayakawa M,
Kreiman G, Cooke MP, Walker JR, Hogenesch JB Proc Natl Acad Sci U S A. 2004 Apr
20;101(16):6062-7. Epub 2004 Apr 9
http://www.ncbi.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15075390

NI > TIVE. C57BL/6 YU (10-12 38) #AX 4 IT, XX 3 Lo 2 B¥#fESIU TEREREN. R4 74 A2
TRRGREINTVET, AL SHRIREDFFMFEL. Trizol (Invitrogen, Calrsbad)zMAL\~100 mg O#RENS
total RNA ##iL. Rneasy miniprep kit (Qiagen, Chatsworth, CA)ZJ0RI)UCRE>TUIBLELUIZ, £2TOY
>IIVDFREL Agilent Bioanalyzer ZBW\TFIvISNTVWET,

BTEDHEMBE Tl Present |EHITESNIHERF(E mMRNA OFIRZRIEDEL T, Tissue Expression dataset OfE#H
BT —ACHEMHAFNTVET,

2. Ingenuity Knowledge Base KD@SNIEFHRY J7—>3>

Ingenuity 7LYSA-ZRIOMEERIAR, Bk, IHFLIROMER (Eh YD, Zyb HEFEOA—-YOJ) mRNA OFIRAR
HhSEENIT —9ZERALTVET,

CNSIEFBEMER mMRNAW&HFE (F . J—5>J0Ovh, B2 RTPCR 2E) hSESNIZIEHROAZERLTVET,
FLYSIAR-ZNHEE TOFRIRERI T —IEBTEI 2T — IO MFE T DB F(FHBMAN THRIRIZELTFELT
RAINTVERA. SRR ZEFTLYIR-ZARICFET 27 —INFTEI DEDEBRNMNTVET

TS DHE

BRIROERR (CRIRZ R IELRFUANE. GNF body atlas UL Ingenuity FLYSA-ZINSESNIEEDERR
BUERRENTVWEY, DFD. Tissue Expression dataset NOFREBIEEFFIRIBHR(E GNF body atlas £LL(&E
FLYSAR-ZNSEENIZIBIRICEDIEERINTVE T, MBI THRIRZL TV2ELF D Measurement Value (C(& 1.0 &
WHBNRANENTVEY . RIVEBTHRIR. RREIRMADIET > ADH BT Tissue Expression List h'5(EBk
HENTVET,
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IPA OA>bMOS—CDOVT

IPA OA> ;O —(F Ingenuity HHIRBETHEZRUAS MO —(CEDVWTHEN. GO (Gene Ontology Consortium
http://www.geneontology.org/) ®OA>ROZ—EFERDFET, IPA TlE GO (LEEFNRVVEREOA> NI —{b%
TV MDD E1 - EESEU DRI TOICEREZBNELTVRIHTY,
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IPA OFERZ5IBUEHERET HBROCRICONT

CZTIE5mS T Ingenuity Pathways Analysis (IPA) %S| 3DMRIS —EH 1 RSAADVWTERBALES . IPA
(CEOTHERR SN, HESWDBEMTIER A A% X RETHREXITDIHE (T4, HRZED) . 1-Y—(FH1R5A
oA EURIINIERDER Ao

IPA Z5|AURRERZITIHE. FEEOY Y TILTFIAMSEUIEbDZEEERIEE,

Data were analyzed through the use of IPA (QIAGEN Inc,,
https://www.qgiagenbioinformatics.com/products/ingenuity-pathway-analysis).

FF

The [networks, functional analyses, etc.] were generated through the use of IPA (QIAGEN Inc.,
https://www.qiagenbio-informatics.com/products/ingenuity-pathway-analysis).
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Windows ZZFIAD 7 (& Java DN =3 (FUA T OFFETHRTEEX T Mac DA ATARIBHE > Java %z
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LaunchIPA |

(£) DAY BE FOBEEAFERENZ0T. ) %50y4L TPA AAEEIL TURELN,

INGENUITY

PATHWAY ANALYSIS

You successfully logged in, now click to launch IPA:

If IPA does not start after you click the Launch IPA button above:
1) Click on your browser's download icon. It is often at the top right of the toolbar and may look like: @ or &
2) Click the IPA “jnlp” file in the download menu: 8 IPaApplication.jnio
mr| 3 KB
3) Click here if your computer blocks .jnlp files or if you have any other issues launching IPA

Contact Customer Support for any additional assistance.

IPA runs as a separate application. To return to IPA,
look for one of these icons in your task bar or dock:
PR or | &,

About Ingenuity | Contact Us
©2000-2014 QIAGEN. Al rights reserved.
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7. BT RRZHEACE. BT 2R ITSER EICT An unexpected exception occurred:

com.ingenuity.apicocommon. api.model.DataProviderException. &V EIS—DFHET I

1) IPA ZEEIL. File X=1— > Preferences > Application Preferences ZfiZ. Cache 47D CLEAR CACHE |
M2 =IUVIUTREIC—B IPA Z#& T U TZE L,

2) D& IPA ZiCENUIEE (CBMET DN THEERITEL,
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TEL : 03-6240-0451

E-mail : support@digital-biology.co.jp
EEEXTILKE 8 9:00~17:30
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