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Discover the Biology
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Welcome! Please login
Email
Password
[7J keep me logged in Hours: 6am - Spm (PST)
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LOGIN support@ingenuity.com

Sian Up | Forgot Password For Product and Sales related inquiries contact:
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You successfully logged in, now click to launch IPA:

[ LaunchIPA |

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; |3 IP2Application.jnlp
N | 3 KE
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.

IP4 runs as a separate application. To return to 1PA,
look for one of these icons in your task bar or dock:

IPA or ‘é‘

Abeut Ingenuity | Contact Us
©2000-2014 QIAGEN. Al rights reserved
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Action required: Check Java Installation

Our automated test has failed to find Java in this browser. IPA requires Java to run, so please check whether Java is
installed. Instructions for doing so are available here.

@ If Java is installed, click the following button to try to launch IPA: Launch IPA

If Java is NOT installed, then click here to install Java, and then try to launch IPA again.

@ If the steps above failed, then click here to go to a troubleshooting guide.

still having trouble? Customer Support

Please contact Customer Support. Phone: 650.381.5111
Hours: 6am - 5pm (PST)
Monday - Friday (excluding holidays)
AdvancedGenomicsSupport@giagen.com
Additional resources

About Ingenuity | Contact Us
©2000-2017 QIAGEN. Al rights reserved.
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B %)y BIET Summary BT IVELTRTFERIEE T,

BY %7y 36T Summary % PDF FeR CIRIZATRE T,

E% 2w 93ZET Analysis 29T DTFIANTIRIFTERERE—IEIIZAR— MU, TFAMER(F Excel IA—Y

YRNTREFTEFT . GEECREMMIDEIOTITERZEN)

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

‘@ [

Summarv\‘aanomaa\ Pathways | Upstream Analysis | Diseases & Functions | Regulator Effects | Networks | Lists | My Pathways | Molecules |

Export: @ Q% Es

" Analysis Settings

“ Top Canonical Pathways

Name p-value

Role of NFAT in Cardiac Hypertrophy . 6.24E-08
Integrin Signaling . 3.62E-07
Meouse Embryenic Stem Cell Pluripotency - 4.60E-07
Huntington's Disease Signaling - 8.39E-07
EGF Signaling - 3.92E-06

.~ Top Upstream Regulators

“~ Upstream Regulators

Overlap ﬂ

20.7 % 36/174
19.1% 37/194
25.0 % 23/92
17.8 % 40/225
28.6 % 16/56

MName p-value of overlap Predicted Activati

HRAS - 3.56E-08

AGT - 2.81E-07 Inhibited

TGFB1 - 7.72E-07 Inhibited

halofuginone . 1.95E-06

TP33 . 2.30E-06 Inhibited

* Causal Networks

MName p-value of overlap Predicted Activati

FHL1 »  175E-14

CSL-HIF1A-MAMLI-NICD «  2.23E-14 L

I21-177 A3C 14 nd
Summary FRIEBDEHA

p-value DENT ZJLLTTOYReNE T, Top Diseases and Bio Functions ® p-value (&Y HFIU-5ICT0

yhen, FRENBRTRENET,

Analysis Settings : B#TEFDRTE (HEZRDH)

Top Canonical Pathways : p-value OEVEERID/ X 1A

Top Upstream Regulators : p-value DIKV\EERT —4_EROFAETED F
Top Diseases and Bio Functions : p-value D{EW\A> SO —

Top Tox Functions : p-value DIEVWEMHEA> MIS—

Top Regulator Effect Networks : 17D Regulator Effect 2yhDJ—%
Top Networks : ZO7DE/0\RY hI =&y hD I D5 FH'EiE T SHEEE
Top My Lists : p-value DWW~

Top My Pathways : p-value DRV /CRAD1A

Top Tox lists : p-value DRV EEXIDE VA b

Top Molecules : Measurement Value OFWIKWDF
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Summary M504 OsREA

Canonical Pathways 727" (BEs1D/{ADI(IvY)
Canonical Pathways (F1—H—#"7yI0—-RUZUANESBEDS L (TIALD @ p-value<0.05) BIXID/ZU1(%
FRUET . BRI/ DEEF R ToIAERZEI TTNBTRUET .

Summary  Ganonical Path
Chart '\ Overlappine

View oo XTI BRI O Horzontal ® Vertical () B @09 -]

e

& Functions | Regulator Effects | Metworks | Lists | My Pathways | Molecules | Analysis Match |

is - FG ([idi
i

hicl vs [Normal]
Analysis ', Di

LMore Info

W postive z-score score =0 B negative 1-score no activity pattern available
40 1
351

301

ILK Signaling
Signaling
Pluripetency
Pluripotency
HIPPO sigraling
Hypertraphy
Calcium Signaling
Stathminl
Signaling
Arthitis
Sigrial

Winl/B-catenin Signaling
Sphir\gosi_'\e-l-phaaphate

Role of HFAT in Cardiac

cAMP Signaling
Protein Kinase A Signaling

Thyroid Cancer Signaling
Human Embryonic Stem Cell
Mouse Embryonic Stem Cell
and Endothelial Cells in
Rheumateid Arthritis
Phosphelipase C Signaling
Breast Cancer Regulation by
Colorectal Cancer Metastasis

Epithelial .ﬂ&_haem Junclion
Regulstion of the Epithelial-

Rele of Macrophages, Fibroblasts
Dopamine-DARPPI2 Feedback in
Mesenchymal Transition Pathway
Type II Diabetes Mellitus Signaling
Role of Osteoblasts. Osteoclasts
and Chondrocytes in Rheumatoid

[v]

s 2
}%]ﬂgﬁiﬂh(s)eswciated with ILK Signaling at FG ([Idiopathic] vs [Normall) [Ratio: 12/198 (0.062)] [z-score: 0.905] [p-value:

-1 [oustomze Tsec |SLMINCS

;  Symbol Entrez Ge.. X| Identifier |+ | Measurement + | Expected  X/| Location % | Type(s) x| Biomarker _ % | Drug(s) X
Affymetrix % x X

GCNDI1 cyclin D1 208711 s at | T2766 1939.943 [+ Up Mucleus transcription re_| disgnosis, arsenic lnmudeﬁ

GREBS cAMP i 229228 at +2.143 686388 + Up Mucleus transcription re._

FNEP1 formin binding § 230086_at +-4.196 28208 [+ Up Mucleus enzyme

LEF1 lymphoid enhany 221558 s at | +7846 4449 [+ Up Mucleus transcription re.. =

Selected/Total molecules: 0 / 12

B _EAICE - -DUXNEEAID/ (X 1( % Fisher’s Exact test THRTEUIZ p-value M-log ET/N-J3INER
ENET N—Fr—rOBIEEAN/ (RIS OEEFRZITOIEED T, AL DBIEEEH L. BEBERNEL. BeEES
OFRINTERNOE, INEBEFRIMEED RN IED T, BE LRI —Fv— MUy d 2L TRICBERID/ (R
DIAFDAIN=T, MOI1-H-DUVANIHZ D FHERRENET,
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Canonical Pathways OJEFAI(& Upstream Regulator. Downstream Effect Analysis £E#kD z-score
algorithm (C&DITOTVET,

BERIDN RV IA BRI DSEE(CREEZ S Z D ENMFBN TV VE D EDI Seed |53 FH Ingenuity Fa1L—4
—([CEOTEESNTVET, HIZ(ETCD40 Signalingl/VAII4/ Tl CD40 H' Seed LU TGEESNTVET, /(F->F 1
AHNNU=TILTUXLICED, )XAD1A(C Causal Relationship ZiBNIL. Seed (&% 5 X373 FOiEMH =1L —b
LEY, 221l —ME&IC Ingenuity ORIZENNAAOSHIVRERNS/NF -V NIEUVVWHZAREEL . BB TERL\ B0
(HRZEE RN ITVIAE z-score DFTEXRNSBRINEN p-value DHEHENFT . MAP (Molecule Activity
Predictor) #BET Causal Relationship. 23 FO;&EM4IHERTIRETI . £feT—JILD Expected HISEEFRID
BRNIFKREINET,

z-score ([ EEEEHTFRIET -5y bORRIBEHRZAVTEHEINET.

TEBF—JILD VIEW REPORT R5>%27Uy I3 BE AT DL 5% Pathway Report hM&RRENF T,

D | ] AP CanonicalPathuay 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 more than 20 different cell surface receptors which are comprised of non covalently
assodiated a and § 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 respansible for interactions with cytoskeletal proteins like a
actinin, talin, vinculin, zyxin and F-actin. Other key mediators of integrin signaling include Facal adhesion kinase (FAK) and
integrin linked kinase (ILK). These proteins are important in the farmation of facal adhesions, which are responsible for signal
transduction and assembly of stress fibers.

Cytoskeletal remodeling is important in many cellular responses, induding cell adhesion, spreading, and motility. Rho family
members of small guanosine triphosphatases (GTPases)--RHO, RAC, and CDC42--have been implicated as critical regulatars 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
phosphatase (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.
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Upstream Analysis 97"
Upstream Analysis (33887 —% L7 ® Upstream Regulator ZIR3RU., TORIREH =T -7y NOBELEFRIR
Z&) (5 : Fold Change) h5FAILIZBDTY,

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

Summary \l Canonical Pathways * Upstream Analysis\l Diseases & Functions\t Regulater Effects\l I“{et\.m:nrks\t Lists\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 TWLS Upstream Regulator &(&. 3273 FORRICEEZS X273 FDET. D FOELEFTRIVERA.

COETET -y NORIRZBID A BIMEE Ingenuity Knowledge Base (CERESNIERS RO Upstream
Regulator H"7—4y hOFRIRZENC S5 X 25 EDEHR%Z (AL T Activation z-score ZE8H 952¢ T Upstream
Regulator DFEIRZ#ZFRILET,

BIZET7YTO— RUIBEIEFORIRE BN SR R Upstream Regulator MBI FICSZ3RIREH DA BN L
FETUE. A TREANFITEET 2B5(E. IPA (X Upstream Regulator iEMHELESNTOWBEFRILET .

-7y 0— RUICB L FOFIRE BRI EROA AN T BEETIE, FE EFLFITEHURVMSSICE IPA (%
Upstream Regulator "MSEMEEENTUWSEFRILET .

-BAEETIERLY (BAFERMERINRVEERE) EFRIENEEA.

BIZFREIROT - CABEENRVEEX Upstream Analysis (37 -4ty MBI F 2 HIH I 20 EEEDHS
Upstream Regulator ZigrUEIH . & ENMEEMNIFRITEE B A

Activation z-score ZJLJUXADFEMICEAL TIE White Paper ZZ&<IE&0),

Intensity ¥ p-value REAEIMHEDEEL Measurement Value D& FVWTERMTUIZBR(C (L Activation z-score (&
BHINFEA.

Activation z-score 7)LJUXADEMICEAL TIE White Paper #Z &2\,

Upstream Analysis OF7—JILICIFZA T OIBEHRNFRRSNET
Upstream Regulator : Upstream Regulator O&#NFTRENET,
Fold Change R¢ : 7vJO—RUIET -5y hdD Measurement value &R RENET,

Molecule Type : Upstream Regulator 09 FDiEFEERRUET [ ZDIIFBETRIAFNTEET

Predicted Activation State : Activation z-score 7L JUXATFRIENTz Upstream Regulator OFIfH®DS

BAENFRRSINET
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-Activated : EE&Y > TILOFIINS Upstream Regulator AVEMHELENTWREFRISNIZEDTT,

-Inhibited : EE&H>TILOFIRNS Upstream Regulator ASE(EESNTVREFRIINZBDTY .

- ZE1 . Upstream Regulator (CBAUTFRITERNOZED(TRNET,

Activation z-score : Activation z-score 7L J)XLTEHENTAETT . z-score 7 2 L EOEDONRETHICE
B Activate 3L FRISNIZED T, z-score H-2 UTFOEONHETHICERIC Inhibit I2&FRIESNIZBED T,
2 H'5-2 DRED z-score M Predicted Activation State (FZEHRICRDET

note : Bias ¢ RREN TVBIBE(CFT -7y NMARDN®H 128, z-score (& Upstream Regulator OfftstHIRME
FMZRI LFTEF(CHITEENEENZRUTVET . COBEICEHETHIRIEEREL U T Fisher’s Exact Test
(C&LB p-value ZAWTIZEL,

p-value of overlap : Fisher’s Exact Test [C&>TEHENAETY, Upstream Regulator O FRDT—5tyh
DBERMZRIFETECRDFT, z-score LFERD. FlHIOSEMEERUEFE A

Target molecules in dataset : Upstream Regulator D FRDOT—FtYR T,

Target molecules in dataset
+ACTLEA, +4AKZ, +ASNS. |all 159

all 27Uy 93 ETU T OISRDFO—ERNKREINFT.

. 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.E'I'OII]ZE TABLE CREATE DATASET E.

Oz Genes in dataset Prediction (based one...|v Fold Change Findings
[]|205381_at LRRC17 Affected +4.026 Regulates (2) -
[ |224694_at ANTXR1 Affected 4+2.900 Regulates (1)

[ [225123_at SESN3 Affected +2.642 Regulates (2)
[]|213931_at D2 Affected +2.305 Regulates (1)

[ [225481_at FRMD6 Affected +2.231 Regulates (1)
[[]|203989_x_at F2R Activated +2.163 Upregulates (4)
[] |206542_s_at SMARCA2 Inhibited +2.161 Downregulates (1)
[]|201502_s_at FKBIA Inhibited 4+2.140 Downragulates (2)
[ |41644_at SASH1 Affected +2.131 Regulates (1)

[ |218729_at LXMN Affected +2.067 Regulates (1)

[] [1552316_a_at GIMAP1 Affected +2.034 Regulates (1)
711202605 at GUSE Inhibited +2.003 Downreaulates (1}

D : 7vJO—RUJz Data Set 0 ID i'FRRSNFT

Genes in dataset : ECFENTRREINET

Prediction : Findings ¢RIRE(CLOT Upstream Regulator W& L. ANSEE. EBSHARBAOLTN

[CFRENZ N ZRUET

Fold Change (Li2Di55) : Data Set FORIBEN T RINET

Findings  YEE{LFH Upstream Regulator (CEOTHIRZTTE. HIF]. EESNAREAOVTNOFRI RN
BENTVINERUE T IEIMRNOEF 203 5L Finding ZHEEETEET

z-score : Prediction WWEHAE. RNEEHEVWTNCROTLSIHZRUIAE T IEDEIGEEHLAIC. B0fEE
RNEME AR TWSZLZRUET . 2 L EOEOHRETICERICEH  bEN 3L FRENIZEDERDE

9, z-score H'-2 BLTFOEDOHET I CERICREMH SN2 EFRENZEDERDET,

17



Upstream Regulators \ Causal Networ‘ks\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 -2.024

GMNA12 enzyme Inhibited -3.036

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

Upstream Regulator ®17240)w%. Fzl& Ctrl+ Uy TiEIRL 2 FBIET LT DL

373 Upstream Regulator ZHLEUTERY RND—IMFRRENET . Upstream Regulator D&(d z-score [CEDE.
B FOBERT-IYyMOFEIRECEIVTVET . HHE/EADOEE MAP (Molecule Activity Predictor) #8E(C

HOWTWFT,

[E New My Pathw...\

A ) e P (o) x] o (o (e o 0 ) 5 zoom: 6 (@) EortEw
4 —Prediction Legend
N[O e
@@@ A mere extreme less
T u lated
=) ésh @  Upreguia O
\VA @ Downregulated {3
F2R
more confidence less
_ B @ Predicted activation {5
E\Z_F}}‘\ ”@B @ Predicted inhibition {7
o \\ B Predicted Relationships
N ~ o X
DDk___ ~ \qsn — | 2ads to activation
— | eads to inhibition
~ ~
~—_ Findings inconsistent
ey o) ith state of downstream
ARHGERF — — — — miRet fse et GEAGCAUT —B0S2 wit
Rﬁ—" - molecule
A = Effect not predicted
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Diseases & Functions 97
Diseases & Functions #7(31—H—hn"7yvI0—-RUZUA R Ingenuity IMEB (CHEBERUA> MDD - LOREEMRZ R
RUZY, Diseases & Functions #J(E&5(C 2 FEEEICH NN TVET,

Diseases and Bio Functions 77 : SiBOEMFNAS SOS-TY,

Tox Function #7 : MBEOEMEA> NS -TY,

Expfessum 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 helow fo explare __ Gurrently Viewine:

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

VP AT, REA
Drganlsmal DevelupErl LeVeI 3 o)-h Wi 7 Z —CT

Skeletal and Mus i
-||- l N | s

.. . Connectl\.r
i L aml llll- = —
="M, 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

T IA4)LNT(E Downstream Effects Analysis OfEERENE— YT TERRSNET,

Downstream Effects Analysis (FEEHTLTLST Aty hOFEIRZ{L (5 : Fold Change) OABINSEYIER
FEREVERER N, TLESNZNMIEIEN N ZFAILIZEDTY,

COFEMTCET -7y bOFIRZE) (5 : Fold Change) ®75MlE Ingenuity Knowledge Base (CEESNIE R
FROAEYFHIMEE(C S5 X 2 A A4 0EEHRMEAEN Activation z-score ZEHU. ARz FAIULET,
BIZ(FELTFOFRIRZEN R AROA BN LR ETUE. FRE T RANFITEI 2IHE(E. IPA (FZOHEEN
TUESN2EFRILET,

-FRIAZBEHEROA AN FFETUE, T ERLNFITERURVMESE. IPA FHEEENIHEI NS FRIL
9,

-BRAFETERV (BRERMERNBRVMEERE) FFRlNERA.

Activation z-score : LEFEFRINTUE. HHIVNITNAROTVEINERUIABETY . IEDMBEETTERIC. EDfEEINH]
AR TV EZRLE T, 2 A EDEDHYE LDT%E’J(LE RCTUESNZEFRIENIZED T, z-score H-2 LT OB
OHFETFEICERICIIHIENZEFRIENIEDTY . 7712y MRON®HDIZE(C Notes Hil(C bias |EFRENE
9, COISAIC(IRETFIIRIBIZEL T Fisher’s Exact Test (&3 p-value ZRWVTLIZEU,
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Downstream Effects Analysis (C(& Activation z-score ZILIVZXLDEVLSNTWETD,
Activation z-score 7)LJVXADEMICEAL TIE White Paper &2 0\,

E— YT ORI (IR 3 ERPEDBSEREEN SR TVET

Level 1 — BULNILOHEEERSE (Bl @ cancer) TIHMAVWRRD _EEHCFRRENTVSEIITY,
Level 2 — FIREILAILOHEEERSETT (Hl
Level 3 - fliobenitéeersEcs (I

: growth) .
: growth of tumor) .

AYIZREATIIIITBET, Level 2, Level 3ANEX—LA>TEET,
Size by: m Color by: Decreasing <-6.991 —m 5.042 Increasing Highlight: T

Click squares below to explore

Currently Viewing: I I
cell death . :

apoptosis ne

Fig Level 2 [CX— A URED TS . RyIZDI1 MUD Level 2 BEBDRIFTY .
All MNE Ay 26T HIBSBORRICRNET .

B(CXA—-L1PUTUKZET Level 3 BEBOD FEFRIREDIBRNTRRENET

Downstream Effects Analysis: Evidence for Effects

cell death predicted to be increased (z-score 3.036). Overlap p-value 5.99E-09

212 of 415 genes have expression direction consistent with increased in cell death.

ADD TO MY PATHWAY ADD TO MY LIST CLETOHIZE TABLE CREATE DATASET E.

(e Genes in dataset Prediction (based o... |Fold Change Findings |
[ [214618_at FLaR | Increased -2.629 Decreases (189) -
[ [215706_x_at Z -2.119 Decreases (1)

[ |203004_s_at EF2D -4.946 Decreases (4)

[ |213606_s_at -112.433 Decreases (7)
[]|209886_s_at -7.924 Decreases (3)

[] [1555668_a_at 2 -2.604 Decreases (46)

[ [210282_at ZMYM2 -3.648 Decreases (7)

[ (221745_at D -2.338 Decreases (1)

[ [224861_at +2.109 Increases (27)

[ [212498_at -2.197 Decreases (4)
[]]1553175_s_at +2.599 Increases (1)

[ (1553346_a_at 6 -2.934 Decreases (1)
711205410 s at ATPZB4 -14.149 Decreases (3]

D : 7vJO—RUIz Data Set 9 ID HERRESNFT
Genes in dataset : B FENERRINET,
Prediction : Findings EFRIRE(CLOTHERENTTAHE. HIFHI. EESNRBBOVINICFRIENZNZRUET
Fold Change (L:EMDi54) : Data Set HOFKIRENFRINFT,
Findings : HEEFHHEREICBIL TrLtE. HH]. ESSNREAOVWINOXI RN
FEMAOEF =) )wI9%E Finding ZHESRTEET,
z-score : Prediction HTTHE. HHEIWITNIARO TLINZRUIAB TIEDBETTERC. E0MBEIDHIRIC
RO TV ZRUET, 2 KL EOEOHET ENICBRICTUESN AL FRIZNIEDTY, z-score H'-2 U

TOEONETFRICERINHINZEFREINTEDTT.
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m m Effects Anal
cell death gredicted to b

pr—

212 of 415 genes have e

ADD TO MY PATHWAY

(O

4> RO _ED Disease or Function &%7Uv/J 93 LT, Disease or Function View i'&RxenZxd.,

> I PA' Interactive pathway analysis Disease or Function View INGENUITY"®
of complex ‘omics data S Y S TE M S

( Provide Feedback | Live Support )

Disease or Function: Cell death
Synonyms: GO:0008219,death,necrosis,accidental cell death, GO:0016265

Molecules: (+)-catechin, (+)-MK-801, (+)3,10-epoxy-12Z-octadecenoic acid, (-)-arctigenin, (-)-epigallocatechin, (-)-gossypol, (-)-trans-
show all  7,8-dihydroxy-7,8-dihydrobenza(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-benzoimidazal-2-yl)-phenyl]-acrylamide, (E)-N-[4-(1-hydroxy-6-nitra-1H-benzoimidazol-2-yl)-phenyl]-3-(4-
methoxy-phenyl)-acrylamide, (R)-flurbiprafen, (R,S)-1-amineindan-1,5-dicarboxylic acid, (5)-mevalonic acid, (+)-2-hydroxyaleic
aeid, 1-acetoxychavicel acetate, 1,1-dicthyl-2-hydroxy-2-nitresohydrazine, 1,10-phenanthreling, 1,2-dimethylhydrazine,
1,2-dipalmitoyl-sn-glycerc-3-phosphate, 1,2-dithiol-3-thiong, 1,4-bis[2-(3,5-dichlorepyridyloxy)]benzene,
1,4-phenylencbis(methylene)selenccyanate, 1,7-diamine-4 azaheptane, 1,7-dimethylxanthing, 1-4-naphthoguinone, 1-alpha,
25-dihydroxy vitamin D2, 1-aminocyclopropane-1-carbowylic acid, 1-butanol, 1-chioro-2,4-dinitrobenzene, 1-methyl-2-phenyl-1,2,3,6-
tetrahydropyridine, 1-methyl-a-phenylpyridinium, 1-methylpropyl-2-imidazalyl disulfide, 1-naphthylacetylspermine,
1-naphthyliscthiocyanate, 1-octanal, 10-(5™-ubiquinanyl)decyltriphenylphosphenium, 10-decarbamaylmitomydin C, 11,12-
epoxyeicosatrienoic acid, 12(5)-HPETE, 12(5)-hydroxyeicosatstraenoic 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

Function ids: G0:0008219, GO:0016265

Back to top >>

fnction

cell bioljay

RYIADE : TI4)KNT(E z-score (CEDBDFEINTVET . AL >SN z-score NMEDEZRU. TOMEENTTHE
ENBEFREINIZEDTY , z-score B 2 U EQEONRETZNICERICTUEENAE FRIENZEDTY . HEN z-
score NNEIDEZRLU. ZOMBENMNHIZNZEFRIINIZEDTY, z-score M-2 LT OEOMETEHICER(CHNE
SNBEFRIENEBDO T, BOIEX(IL z-score DARZFS(CEDFET, Dataset (C p-value BREDFEIRDS B4 E RIS
L\ Measurement Value O#HZ{INNILTWBI5E(E z-score NEHTERLVS. -log(p-value) (CLHTEDIFE
N. -log(p-value) MRZFVEDEERBVEBTRRINET,

RYIADYAL X : TIAKTlE-log(p-value) OAZFE(CLIOTRYIADAZESNREINTVET , RWIANKEZVEE
p-value MEWCE%ERUE T, p-value (3 Fisher’s Exact test (CEDEHEINEDT, /NEWFET—Fyheh7a
—MBATERBRICEIELTVWSEVSEZRUET , B p-value i1 0.05 AT (-log H' 1.3 E) DEONEER
ThdEHTENF T,

HFIV-DAIE | EARMC(E p-value DIEWHTI)-DSERICRRESNEF I, LA 77U MOBEGR EERZEEB(CRD
BEabHFET,
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Size by [Flog (p-value) -

~log (p-value)
ik =guares - loef B-H p-value)
ord# of genes

2-score IIZADYA X ZEDLSBELETRINIDMERLE T,

Color by E—score :|

Viewing: :_DS;ET: H p-value)
-log {p-value)
EEE [#of gones IWIZADBEEDISREE TR RIINEIRLET,

Decreasing «-2.550 m 2.694 Increasing T\W’]Z@@@Bﬁ%ﬁﬁ%ﬂ?bi@’o

Highlight: |z-score == 2 :l

None

] —_ _|z-score == 2
srigenesizs of
Z-score <= -2
Top 5 z-score

Bottom 5 z-score

Top 3 prvalue BEUABORYIZAN) A 54 hRRENET

&)y 3 BIET, Lavel3 DRV IR TFEBCHEBERNTRRINE T

call death

onal cell deat

#tumor cell line

camionyncye

cell death .
.F embryomic cell

NIZZI W) I BEREEN DN —Fv— hRIRICTIDEDDF T,

4> RO TFEDEILTFOLSIC Table view hRRESNTWET,

Table view
[] | Categories Diseases or Functions Annotation p-valug Predicted A Activation 7 Notes Molecules # Molecu\e%
[[]| Embryonic Development, Organ Development,| development of muscle 2.53E-12 -1.700 [+ALDH1A2, 4 APC, + ARF6, +ARID1A, 4... all 79| 79 =
1] Cell Death and Survival cell death 2.93E-12 |Increased [3.341 A4GALT, +ABCG2, +ADAM15, +ADC... all 443 443
[]| Cell Death and Survival apoptosis 2.68E-11 |Increased [3.886 A4GALT, +ABCG2, +ADAM15, LADC... all 357 357
[71| Cardiovascular System Develepment and Fung cardiegenesis 2.80E-11 |Decreased [-2.143 bias ADRA1A, +ADRBK1, +ALDH1A2, +AR... all 72| 72
[]| organ Morphology, Skeletal and Muscular Syst{ abnormal merphology of muscle 8.86E-11 ADRBK1, +AGTR2, +ALDH1A2, +ANK... all 66 66
[1| Cardiovascular System Develepment and Fung merphelogy of cardiovascular system | 1.10E-10 1.633 bias ACACB*, +ADAMI15, +ADD1*, +ADR... all 120) 120
[[]| cellular Development, Embryenic Developmen| development of muscle cells 1.18E-10 -1.799 bias APC, LARID1A, +CALR, +CXADR, +DE... all 42| 42
1| organismal Survival erganismal death 1.68E-10 |Increased (11.712 bias AAGALT, +ABHDS, +ABR, +ADAM15, -. all 328| 328
[[]| Cell Death and Survival necrosis 2.16E-10 |Increased |2.070 A4GALT, +ABCG2, +ADAM15, LADR... all 347 347
[[1] Organ Merphaology, Skeletal and Muscular Syst| merphelogy of muscle 2.59E-10 ADRBK1, +AGTR2, +ALDH1A2, +ANK... all 68 68
[[]| cardiovascular System Development and Fund abnormal moerphology of cardiovasculd 3.15E-10 ACACB*, 1ADAM15, 1ADD1%, +ADR... all 111f 111
[71| Skeletal and Muscular Disorders myopathy 3.24E-10 |Increased (2.797 ADRA1A, +AGTRAP, +AHNAK, +AKT2, . all 88 83
1| cancer growth of tumor 4.08E-10 -1.096 MABCG2, +ADAM15, +ADRBK1, +AGTR2 all 124 124
[ Cancer abdominal neoplasm 6.60E-10 0.892 ABCAS, +ABCD3, +ABCG2, +ABHD2*, . all 79| 759
1| organismal Development abnormal marphology of thoracic cavi 7.03E-10 ACACB*, 1 ADAM15, 1 ADRBK1, L AFF... all 106 106 I~
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Level 3 #7JVU— (Diseases or Functions Annotation) ' p-value DIRVIEICFR RENFT . Categories (ClE
Z® Diseases or Functions Annotation N'FiE 9% Level 1 h7JU-HIFTRENET . BIE LFEPO/N-Fr—bz
w9 3E2DHTI)—(CEI 3 Diseases or Functions Annotation D#h'FRRENFE Y . Regulated Activation
State (C(EH7TU-%TTE (z-score i'2 A L) . #E (z-score M'-2 ATF) LWINICFRIENZONMNTRRENE
9. ZHREFRITERDOIHTIU-TT,

17%383RU. DISPLAY AS NETOWRK /h9>%91)w/ 93¢ Diseases or Functions ¢33 7O EZFR IRy ~NI—4
WFRRENET,

~ GSKoB M
6E ade TGB!
ZUB\ /\_/
2355 I
ATPZAZ: \ oo I 7 ITGB3
\ n cm //‘ /
7.658 -
-2.381
C[EJ ~ Y - cn)
I*' T m 7:5777{{05;3
\. C(‘J
P c:

" Jew dew New TN /\‘ .
VI?GF!A ; N PE{E?\
8500 / \ V

_ / \\_ 289
Tn[Mée SLCaA1*
4285 TGMz2* 8914
48941

&Iz ADD TO MY PATHWAY RY>Z&ERI L BInFEFY NI —I(TBINT2IENTEEFS ., ADD TO MY LIST /R
B TURANEARRL T BTENTEET

BI\AF1 MRRENTLVS Diseases or Functions &%7Uv) 9 3L T, TOEE - #ERE(CREI 2 A MBI REDEHIE
IREMEBE T BIDFERNTRRENFET,

Downstream Effects Analysis Evidence for Effects

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

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

& & Exr FoldChane 28094 - 2115_(p1of ]
D X | Genes in dataset Prediction {(based on measurement directio.. X | — Expr Fold Chanee x| Findings

222484 5 at CHCL14 C +20.694 Decreases, (3)

209035 _at MD¥k Increase T8 466 Increases, (4)

221558 s _at LEF1 Affected +7.185 Atfects. (5)

207294 _at Ihereased +6557 Increases, (9)

223235 s _at +5539 Increases, (5)

211737 x_at | Increas +5335 Increases, (11)

229554 at LUM Affected T4544 Affects, (1)
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REB HEEERN 7 )T — 23> Ot R TWBIBHRZMER T B, D1 RUE OB \A51 MRREN TS Diseases or
Functions &%)y U T<Z&W ({5l : differentiation of bone cell lines) .

Findings: differentiation of bone cell lines

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

PlainText

Findings 1 to 20

A protein chimera composed of a protein fragrment frorn human AML1 [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, Tto K, Huang G, Wee HI, Murakami v, Ito . Block of granulocytic differentiation of 320cl3 cells by
AMLL/ETO(MTEE) but not by highly expressed Bel-2, Oncogene 1999 Jul 15;15(28):4055-62,

Source: Ingenuity Expert Findings

CSF1 protein is necessary for differentiation of 32dcl3 cells to monocytesfmacrophages that is increased by p19INK4d
[CDKNZD] protein.

10495885 Roussel MF. The IMK4 family of cell cycle inhibitors in cancer. Gncogene 1999 Sep 20;18(38):5511-7.

Source: Ingenuity Expert Findings

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

10597251 Tamura T, Mancini &, Joos H, Koch &, Hakim <, Dumanski 3, Weidner KM, Miemann H. FMIP, a novel Frms-interacting
protein, affects granulocyte/macrophage differentiation. Oncogene 1999 Mo 11;18(47):6488-95,

Source: Ingenuity Expert Findings
IRS1 protein decreases differentiation of 32D cells that is increased by IGF1R protein.

10546175 walentinis B, Mawarro M, Zanocco-Marani T, Edmaonds P, McCormick J, Morrione &, Sacchi &, Romano G, Reiss K,
Baserga R. Insulin receptor substrate-1, p7056kK, and cell size in transformation and differentistion of hemopoietic
cells. 1 Biol Chem 2000 Aug 18;275(33): 25451-9,

Zource: Ingenuity Expert Findings

PL2F [2FP145] protein decreases differentiation of 32Dcl3 that is increased by GM CSF [CSF2] protein.

A710637 Shaknowvich R, Yeyati PL, Ivins 5, Melnick 4, Lempert C, Waxman 5, Zelent A, Licht JD. The promyelocytic leukemia
zinc finger protein affects myeloid cell growth, differentiation, and apoptosis. Mol Cell Biol 1998 Sep 1;15{9):5535-45,

Zource: Ingenuity Expert Findings

P19IMK4d [CDKN2D] protein is necessary but not sufficient for differentiation of 32dcl3 cells to monocytes/macrophages.
10498883 Roussel MF, The INK4 family of cell cycle inhibitors in cancer, Onecogene 1999 Sep 20;18(38):5311-7,

Zource: Ingenuity Expert Findings

COEHE TIXIBEROITER RS PubMed 7T ARSI MO ) Z SR TEET
X ZDEAICERRENTVS PubMed ID #7UvJ93ET. ENENDRX DT I AN Net#R T BENTEET,
Export References Z7UvJ 9%, EndNote. BibTeX. 7FAMERIA—YY N CimXXUA M FIEIEET T,
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Regulator Effects 47"

EERT -5 LD Upstream Regulator iNEERT —7H D3 F27TU THEBERRBEVOIERIFCED LS

AN e FRILIHERERRUET .

Fold change{[Ischemic] ¥s [Non-failing]} :
Summary\(_‘,anomcal Pathways\ Upstream Ana\vsis\l Diseases & Functions ' Regulator Effects\ Netwur‘m\l Lists\ My Pathways\ Molecules\
e e L >
D T Co.. Node T... Regula... Re... Target ... Tar... Diseas... Dis... [¥] Known ...
1 24.191 67 12 +GA.. ...all 1240 [+AGO2Z ...all 4015 angi... ...all 15(27% (49/180)
2 23.608 63 7 ARNT, . ..all 742 H-AD. L all 42114 apoep... ..all 1427% (26/98)
3 20.076 35 5 mir-10 ...all 521 FAGO2 ...all 219 angio... ...all 9{56% (25/45)
4 18.169 56 8 ARNT, . ..all 838 H-AD... ... all 3810 apop... ...all 1021% (17/80)
& 16.310 69 El ARNT, . ..all 948 H-AD. all 4812 gbno... ...all 1222% (24/108)
6 15.963 72 13 AGT, . .3l 1351 [+ARFB ...all 518 ferma... ..all 821% (22/104)
7 14.849 72 12 ARNT ...all 1250 HAD... ... all 5010 apop... ...all 10126% (31/120)
g 14.350 59 El CTGEFR, . ..all 942 |+ADDL ...all 428 abnor... ..all 850% (36/72)
9 14.087 34 4 mir-10 ...all 420 FAGO2 ...all 20(10 @paep... ...all 10148% (19/40)
10 13.060 78 7 ANGPTZ ...all 7|61 [+ARFB ...all 6110 cell ... ...all 10126% (18/70)
11 12.836 64 11 AGT, . ..all 1147 TAK... ... all 476 ferma... ...all 630% (20/66)
12 11.672 47 6 MARZ.. L.all 837 FAGO2Z...all 3714 cell vi... ..all 433% (8/24)
13 11.659 a2 14 CTGF ...all 1465 |+ADD1 ...all 6513 abno... ...all 13|24% (44/182)
14 11.353 59 7 CTEF, . ..all 7)46 [+ARFB ...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 CTEF, L.l 853 |+ADD1 ...all 534 cell vi. ..all 441% (13/32)
17 10.633 45 7 miR-1... ... all 7|34 LATM L..all 344 abnor... ...all 40% (0/28)
18 10.522 57 6 CTEE, ...l 643 +ADDL ...all 438 cell vi... ...all 854% (26/48)
19 0.922 44 5) CTHNEL ...all 5|33 |+ARFE ...all 336 icell m... ...all §27% (8/30)
20 9.597 111 12 AGT, . .3l 12)86 MAG.. . all 86{13 £ONg... ...all 13121% (32/156)
21 8.872 78 7 ERK1/2 ...all 7|64 +AB... ... all 647 cell m... ...all 737% (18/49)
22 8.315 30 3 ERK1/Z _.all 322 FAKL.. ... all 225 degen... ...all 533% (5/15) ~|
0/47

B/%BB
g2

Regulator Effects Tld Upstream analysis & Downstream Effect Analysis ZEA FOBEIDLIICAHWVET,

Regulator Effects 2y NI—IDAERKTTEDEIE

=5

T oL ERBEEF FROT -y beT -9ty N ROKE/MREEDHIBEER D Z#ESU Regulator Effects &

PANPARY e =15 U - I8

Upstream Regulator Analysis

PNTUZACEDIES
rO® yowonyr

First iteration

%1 g

ists

Downstream Effects Analysis
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¥ Regulator Effects xRy hJ)—-0%4EELET

Upstream Regulator Analysis
Regulator Effects

PITVZLICELDEEE
T Next

iteration

N (st
SBlchaE Displays relationship

- 5 between the regulators as
iterations well as regulators and

functions if they exist

HiBI 2T -ty NS H. Fisher's Exact Test p-value 7' 0.05 AT DIZE(C. BEORYNI-IZEELET . —
BHOF VRIS Z IR I 2sC_ ERIAEIEF. SRB/HaeL T -y MDD z-score (C&BhY AT (FIAILNTIEAE
XHEN 2 U E) BEAENTVET,

TNENOXRYRNI=IZElC. ERABMRF — 7-7tvh — RE/HEEN—E %<9 Consistency Score H'&t
BaNZ9, Consistency Score (FUEMEEL TOFEAFHEINERA.

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

Consistency Score =

Pc: LRIAERFNS (T—ryhefEhl) &EE/AEEEAMNS consistent path O#EEX
Wc : Pc ORENE 221 b IRTE 1 (CGERESNTVET

Pi : inconsistent path O#2%%

Wi : Pi ORFILTA—ER2BDITA b IRTE-15 (GERESNTVET

Pn : non-causal path O#&

Wn : Pn OUIA b IRTE O (SERTESNTULBIZ8. non-causal path (FXA7ICREEZSZIFEA
S : TV DIRER

Ws : S ORFIF1—E13I11 b I]1E 0.5 ([BBRESNTVET

Regulator Effects ®F—JJUFLL T OIBRNT RENFT
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ID : Consistency Score DmWVbDONSEIDIRSNZEUETY,

Consistency Score : BROFTER TROSN ERASHRT— 7-9vh - EE/HMEEO—E 2RI A7
T9Y,

Node Total : Ry hD—IRD_EFRFREIRF. T -T2y MDF. TKE/PEREDIEETY,

Regulator Total : EiRREIRFOIEETY,

Regulator : AR FO—ENRREINET, EIHEEFRENDEDEAL > ZET, NELEFRENZEDE
BBRTHRRINET,

Target Total : 7 -7V FDIHRETT,

Targets : 77y b FO—EBNFRREINZET,

Diseases and Functions Total : /&E/HEEDHSEITY,

Diseases and Functions : /K& /#EED—BHNFRRENET . TLEL FRIENZEDEAL>SET. HEFRlEN
2EOEFEBTERREINET,

Known Regulator-Disease-Function Relationship : ETX10#ZEEE/ Ry N — JiRREHEEDEIS T, I X
(E LRFAERT 4 ELRE 2 DNESFENZRY NI -JICEEET 8 DORREENHDZEI M. Ingenuity Knowledge
Base MICimX EISROEIANDIFINMEMES(E 0% (0/8) ERRENFT,

Regulators. Target molecules. Diseases or Functions OJE|7I"\"5'>%’]U“J’]§“5ZC'C%ﬁ@i&b’a‘:ﬁiitb“??i
ER

ID 27)9)33ZE TR T OLS(CRY NI - INRRENET

B @) Bl Edi: [ x| [ [0 (2] o) (o) O ) e view: (3] B B8 zom(d @ *
4 Overlay: CM (Cardiomyocytes vs ESC)
show legend
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Networks 97
Network 7% &IR9I 3L 1 - —DF —INBSIBEENERY NI —IH—ETEFI, FRYNT-2(FZTTNEIC ID HEID
LTHNEY,

_Expression Analysiz - FG ([lschemic] vs [Normall) 7/
Summary | Canonical Pathways | Upstream Analysis ', Diseases & Functions | Regulator Effects ' [Networks!', Lists '\ My Pathways | Molecules ' Analysis Match |

Metworks | Overlapping Metworks ',

VIEW METWORKS | ADD TO MY PATHWAY || ADD TO MY LIST | MERGE METWORKS | FURCTIONS | AMMOTATION = Ew v

The analysis is composed of 25 networks. To view a network, select the appropriate network(z) and click View Networks. To merge selected networks, click Merge Networks.

Total selected molecules: 0

I,a Molecules in Network T || Score % | Focus Mol.. /| Top Diseases and Functions x
1| +ARHGAP 18, + ARHGAP23, - ARHGEF 17, *BB510, +BBS5, +C1... all 35 |41 33 Carbohydrate Metabolism, Lipid Metabolism, Small _ .all 3
2|+ AK4, alcohol group acceptor phosphotransferaze, + ARAF, ATM/ATR . _all 35 |39 3 RMA Post-Transcriptional Modification, Post=Tran_ _all 3
3| AP-3.+AP3D1, +AZI2, +CCDC13, +CCDCH, +CLASP1, +CLCNS.F. all 35 (35 31 Cellular Assembly and Organization, Cellular Funct_..all 3
4| 1-acylghcerol-3-phosphate O-acylirancferase, 4+ ABHDS, + AGPAT2, + . _all 35 (35 31 Carbohydrate Metabalizsm, Lipid Metabolism, Malecu....all 3
5| Abl1/2 +ACOT11. +AKAP13, + ARF6. TASPN, +GRIMI, +GYTH3, _all 35 |35 31 Carbohydrate Metabolism, Small Molecule Biochem_ .all 3
6|+ ABLIM1, + APC, +BCL2L1. +BRDY, +CASC2, caspase, *CFLAR.  _all 35 |35 ]| Cell Death and Survival, Gancer, Organismal Injury _.all 3
7| AURK, +CG160rf72, +CAPRINI, Creb, +ELAVLI, +ENTPDA4, +EWSRI, _all 55 (35 3 (Cancer, Organizmal Injury and Abnormalities, Repro_..all 3
3+ADDI1, +AFF1. +AFF4, +AHCTF1, +CCNL +CDV3, +CEP78, +D..._all 35 |34 30 Cellular Assembly and Creanization, Cellular Funct_. .all 3
9| +ARRDC3, +CGEP44 +CHMP4B, +GLPTMI1, complement receptor, + ... _all 35 (34 30 (Cell Cycle, Gellular Assembly and Organization, Mo....all 3
1| +A4GALT, + ABHD12, +ABHD17B. + ABHD2, ACSL, acylglyceral lipa... _all 35 |32 29 Lipid Metabolism, Molecular Transport, Post-Tranzl_ _all 3
1|14-3-3, + ABI3BP. + ANOS, Cbp/p300, +CDC27, +CEP126, +CLIGY, _all 35 |32 29 Hematological Disease, Hereditary Disorder, Organi....all 3
1|+ GAVINI, CD3, 4 CHDA4, + DPYSLS, +ERLINI. +EXOGT. TGABPBI1, _all 55 (32 29 Cellular Assembly and Organization, Nervous Syst_ _all 3
1| +APSM1, +CCDC28A, +CCDCESA. +DCUNIDI, + DNM2, +DUSP... _all 35 |32 29 Neurological Disease, Hereditary Disorder, Organis_ .all 3
1| 2-oxoghutarateoxygen oxidoreductase, + ALKBHS, Bvr, *CARD16, +G... _all 35 (30 28 Lipid Metabolism, Molecular Transport, Small Molec . .all 3
1|+ ARHGAP32, + ATF7, +GASZ 1. +CCDG18, +CDK18, +CHP1, +D_.. _all 35 |30 29 Carbohydrate Metabolism Small Molecule Biochem__all 8
1| aldo, ATPase, +BACH1, +BUB3, +CEPY7, +CGHDY, + DHX9, +GLYR1, _all 35 |30 28 Developmental Disorder, Endocrine System Disorde...all 3
1| +*ABCG2, + ARHGEF7, + BSG, +GPD, CYFP, DUB, +GGT1, +GIT2, +... _all 35 (30 28 Post=Translational Modification, Developmental Di. .all 3
1|+ ADGYY, +AKAP12, +CDC14B, Ce. #GREB3L1, +DLG1, TEBLN2, _all 35 |3 2% Cellular Assembly and Organization,Cellular Devel_ .all 3
1|+ ARHGDIA, +BAZ2A, +GBXS5, + CENPB, chymotrypsin, #CSRNP2, .. _all 35 |30 2% (Cancer, Gastrointestinal Disease, Organizmal Injury....all 3
214+ AGTR2, Alpha actin, + ARHGEF 11, + ARHGEF 2, + ARPG4, Cofilin & ___all 85 [27 2% Cellular Aszembly and Organization, Cellular Funct_ _all 3
21+ATP11A, -ATP11B. +ATPSAL +ATPSBI1. +ATPIB, +AVLY, +C.. _all 35 |27 26 Lipid Metabolism, Molecular Transport, Small Molec_. .all 3
2| Alpha catenin, +ATLS, + AXIN2, +BHLHEZ1, 4 BTBD2, Casein, +CDY... all 35 |27 % (Cellular Compromise, Hematological System Devel_ all 3
2| APC/APC2, GKI1, CK1/2 +CGTHRG 1, Dishevelled, +DOGKS, +DZIP1, + .. _all 35 [25 2% (Connective Tissue Disorders, Developmental Disor_ .all 3
2| +ATPTA, +CLTRHN, Complement, +GOPA, Cytoplasmic Dynein, *DCK,  _all 35 |25 25 Cellular Assembly and Organization, Cellular Comp....all 3
2 TANOS 1, +CASKIN2, +CGCND2, +GEACGAMI, +CREL. +CGSDGC2, + . _all 85 |25 25 Cellular Development, Cellular Growth and Prolifer _ _all 3
Selected 0 / 25

FSANEIIOETE):

ID : ZO7NEIC ID KEIDIRSNE T, ID Vv B TRY NI IR RENET,

Molecules in Network : Xy hD—J% 1L TS FRFC I,

Score : XY RI—IDOFHM(AERTHET I, 5FULIENIPA Ry hD—FX 7 12 SR T &0\,

Focus Molecules : RyhI—=J(CEENZ 1Y -H7vI0O—RU Cutoff @@L FOE T,

Top Diseases & Functions : Xy hJ—JEBFEZEL (Fisher’'s Exact Test OFER. p-value DKL) J&E. £
FHIBAEBIRTY

N> DF5 A

FILTER : 3 F%Z AU, Enter Z#I LT, BZEHT D FHEINZRY NI —IDHNERRENET .

VIEW NETWORKS : #RUIRY NI —J%ZBIE T LN TEFT,

ADD TO MY PATHWAY : ;&RULRY NI —IFRDD FaimERICHET T HEFRDBRITHEEEINET,
ADD TO MY LIST : :ERULRY NI —IHRDDFDIANAERR T DENTEFT

MARGE NETWORKS : ;#RUEEORY NI - IZiEE L THET T,

FUNCTIONS : #RURY N — N BEE T HEEAS MO —ZARR I BN TEFT .

ANNOTATIONS : 3ERULRY NI IO F 0T )7—23> 2B TEFT

CUSTOMIZE TABLE : &R DNILEEEIDUNTEET,
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Lists 47"

Lists 47 My Lists #J(C(d1—H—-h7yvIO—- RUIET —AE1-H—-HFRIICIAIUANSA T SUIREFL Approve &

UIRYZ K, Tox List AT (CFBEADE A PEDBIENRENET

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

\ Tox Lists |

I | view oo R el BRI © Horzontal ® Vertical () @ 9]

Summa Canonical Pathways | Upstream Analysis | Diseases & Functions | Regulator Effects | Networks ' Lists | My Pathways | Molecules
y Y ¥ £g Y Y

_iJ More Info

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

-logip-wvalue)

z 8 3 3 § L g " & g - E £ & & B " B -
g A i3 S E By s 2 £ 3 £ 3
i 0§ ¢t ot w8 £ 4§ ¢ £ ¢ 3 5 0§ F £ S
< 2 8 8 ] £ = £ % 3 S g Ty £ 8 F 8 5
2 z 3 3 7 s 58 4 88 & x £f£ 3 2 §& 3 B
2 g & fF W 3 ©E & & Si % & FE 2 & ® § =
N Dl
F . 4
34 molecule(s) associated with Ischemic networkl at Fold change([Ischemic] vs [Non-failing]) [Ratio: 34/35 (0.971) [[Biaid =t e
1
CREATE DATASET [%. @) [&]
0 ¢ Symbol |Exp. Chart Entrez Gene Namq Identifier | Exp Val |Networks |Location |Type(s) Biomarker 4 Drug(s)
Affymetrix |Fold Changd
[]| ABHDS [ _ 1 abhydrolase 218739_al +-2.128 18 Cytoplasm |enzyme -

Selected,Total molecules : 0/34

Ean—J

ax &

B _EACE)A MDEREEZ Fisher’s Exact test TAREU p-value D-log fET/\—Fv—beULTERRUET, AL
ST ORI SJFUR heDBEE M E R U Ratio ZRUE T
N=Fr—brz70vI32ETRICFVARDAYIN=T, hMI-HF-DUANHIELFHETRENET,

STACKED BAR CHART MA>%JUwIF3E UARDA AT N-#% 100%¢UTz. Upregulate Ufc>FDEL.

Downregulate Uz FOEER2ENTEET,

VIEW LIST RY>Z WIS BEX TN —HTRRENET

My Pathways 97

Pathways #7(31—5—-H7yIO0-RURVA R, I-H—-HBFITHRELIA N RII( 54T UITEFRLU Approve E5%
EUeRy NI - DBEE% Significance & Ratio TERRUET,
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Molecules 97

Molecule #7(% Analysis ((EEN2E D FEERRI DN TEET, DFREIIVISBEEMRBERZHET LN
TEEY ., FeAVIEI I T DL DIWIUIENTLTY - NI BTENTEET,

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

Summary \ Canonical Pathways\ Upstream Analysis\ Diseases & Functions\ Regulator Ef’fects\ Networks\ Lists\ My Pathways i Molecules\
CEEE | &% &) [ smbolar——wc @mp- s
There are 1863 molecules associated with this analysis.

O 7 Symbol [Exp. Chart Entrez Gene Namyq Identifier Exp Val |Networks |Location |Type(s) Biomarker 4 Drug(s)
Affymetrix |Fold Changg
[ | 1-acylglyce| — == - 18 Other qroup -
] 12-(2-adam| —- - - Other chernical
reagent
[ | 15-deoxy-d| —- == = Other chemical -
endogenous
nar-
marmrnalia
[ | 17-alpha-ef - - - Other chernical
drug
]| 2,3 butaneq —- - -- Other chermical
drug
[ | 265 Proteaq -- - - 7 Cytoplasm |complex carfilzemib,
bortezomib,
sorafenib,
bortezomib,
rmelphalan,
bortezomib,
doxorubicin
bortezomib v |
Selected/Total molecules : 0/1863

CREATE DATASET : D F&EOFIvIRvIR(CTFIVIHE ANTEDFN5 Dataset #{ERK TEFI . TORRIC.
Molecule (CEFEN2 Measurement Value Z5|ER<STENTEFT,
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DFORLBEEROESIUINL (EBEDEEXF) THF. HHEVFAOEHEZRULTVET,
FUEFTIPA D FEREMER 12 TBLEE 0.

RNA-seq 7 —fRATIFRE, 182D Isoform BINRIREZFON FEEEI\ A5/ enE T

CYP20A1

2 BRRETERNENS Group/Complex DFICFKIEE% Overlay LTWBR, I35 -3 h DLW eI RRSZCE
H&HDET . CNIE Group/Complex ZIBREULTWAAYN-—AHNORIBECISUTRREINTWVWRREH T,
Group/Complex J—R#i&IR#E. HJUvITIShow Members/Membership |Zi&IRIZET. LTFDOLSIC
Group/Complex Z#pkLU T\ XN - AR RENE T,
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INENO/-R (3F) 29TIW)wIF32ET Molecule Summary ZBEETEEY,
Isoform BIOFEIRE%A—/\—L AU TWBFE(E Isoform Data ##(C Isoform BIOFRIREHN T RENF T,

-
Melecule Summary - RBM14 ﬁ

Name: RBM14 =
> Interaction Network
> View Reagents (283)

Isoform Data |Human v| |RefSeq v|

400

Entrez Gene Name

RMA binding motif protein 14

Synonyms

1300007E16Rik, COAA, COACTIVATOR ACTIV
NCBI CDD Domains (Superfamilies / M
RMA recognition motif (a.k.a, RNA recognitio
Protein Functions / Functional Domain
ligand-dependent nuclear receptor transcrip
Subcellular Location

interchromatin granule clusters, nucleoli, nud+

K- Dol |

CANCEL

E5(C, Summary A0 —R&%x9)vI9d3E ) — ROERIEREZHER TEET,
Interaction Network 29Uy 3 32LT.)— REABBVERZIF DD FORYNI-INERREINET,

TNTNOIv> GBEER) 259710y 33ET Relationship Summary 2EETEEY,

Relationship Summary

View relationships between: APP|TAGAP |8

No Custom Relationships available. -

[»

Ingenuity Relationships

expression [1]

Stimulation of mouse EP4 [Piger4] protein
decreases expression of mouse Tagap mRNA in
primary culture microglia from Mus (mouse) brain that
15 Increased by oligomeric A beta 42 [product of APP
protein.

-

&5(C. View Relationships Between * x * x x Z2))w)3 3L ak|EHR 2R TEET,
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IPA > FEHHEFR

IPA (FRYMI—IFRREFC, FART O FOEENGHIREHBI TERLICROTVET  FIABEIFREROBERARLET
ERED I TVETS

Network Shapes Path Designer Shapes

K

r
I

b

Iy

DoQ0>00Oq0«

Canonical Pathway
Complex/Group

Chemical/Drug/Toxicant
Cytokine
Disease
Enzyme

Function

G-protein Coupled Receptor

Growth Factor

lon Channel

Kinase

Ligand-dependent Nuclear Receptor

Mature microRNA
microRNA

Other

Peptidase

Phosphatase
Transcription Regulator
Translation Regulator
Transmembrane Receptor

Transporter

Z Canonical Pathway

SO EHOEILG»B 0O

PAS

Q <€ §

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
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Relationships

chemical-chemical interactions, chemical-

protein interactions, correlation, protein-
protein interactions, RNA-RNA
interactions: non targeting interactions

activation, causation, expression,

ization, A
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



IvISN)I
MEERLICHEEEROMEZ RIS VI IFNY NMERRT DN TEET,
FoR/FERROYIDE X (I File XZ1—H5 Application Preferences/Graph Preferences TiXETEE 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 Inhibitien

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

HEERICOWT
DF ADSHDF B FCEIFSNZKENF. ENENUTOHBE/ERAZEKRULET .

SOFIINRADIA
DF ANSIF B EFTEIENZKRENE. DF A DDF B ZEMHETILZTRLET . (IANTOEENA
HEER : &8, VDML, RSB EREZSATVET)

XA 114
DF ANSDTF B TTEISNZKENG. 53F B IO F ANSEEEINDLZBIRLET,
UH>R-LETH—

UB>ROBLETI—(CAFBNERENEUA Y RELETI-DFEEZBIRLTVET . CONIZTAITARD MG
LETS-OiEEALZEDRVGENHDFT . LETHI-DIEHALEUA> RELETH-DFEEED 2 RIBAN
SMIRDFET,
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TAYMONT

R=JVR (X=F) : Focus Molecules (Network eligible Molecules)z&UE 9,

4507 (FHAK) : Override MIETEZL TEWDIAAT Molecules ZRUET

* (PRAVRY) + ARNUIHEER®D Gene /Y IPKB ARICEXDIAFNZBR(CE—D Gene ELTRYE> T aNcb0zRUE

9,

A : 75 A Absent LFETESIIZ Molecules ZFRUFE T,

+ (J3X) : ZO Molecules HMBORY NI —IHR(CEEFNTVREERUET . +P1>D L THIUYIZTBEREET
BRYND—)ZbER TEET,

A (FIA)  ITIVOPYIT—NILHOT. 1) BEODFH—D(HESNC. 2) —DODFHEEICH N,

3) DFHHEIBRENZ, BREDEEN ol F2RUET,

t (POR) : I-T-—MERRUCHRILD FTHhHdILERUET

§ 1 SBML Pathwayd&h1>iR—RUfeh', IPAICRYTENBH Ol F2RUET .

JAVIMIHSD2aY 1S9V INIH5D53>

IPATRAMILI N AZI2AEASHAL I M AT 3> O 2FRETRY N —DZAEEEL TVFET . INSIERTIFICED
295D 2 3V EAESINGEIRTEX T, CITEA>HSTI232DEVNIDONVTEEIRLET

HLVIN>AZD23> 0 200 — ROINMTERUICEIRYIENCI> 9T N 2155,
f5 : TGF beta binds fibronectin

Fe FH-URENBER L ZE I SERITIZEREVLAEMESHET

{51 : MAPK1 phosphorylates TTF1 protein

AHALVIN AT

2 20— RhWPEBKI(CO> AT NURWMBERA AL M 2593 3UTBDET .

5] : TGF beta protein increases the stimulation of human IL-6

COBE. RN RASHOYEZNTEL TBIEFRIEN TV AIEEENDDD T, 1291V INM > A302 AV ([Ca%EEN
¥9,

EDESBEMIMMBHUCAR T 2TV REL TWIMETYSZA T IV T BIEICEN IS YY) —%2BIEE T BTE
HTEET,
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HmCATIBE[VNEDEICONT

AN Z17 U EN SN TORVEEHRHEEE(CBIL T, IPA Z2ZHFIRICRSNTIARARRN®DDIHE. FFEENE
Ul EREEE DR - FETBRIE RIS,

ST AOS KA =T
DRI —BR=h
TEL : 03-6240-0451
E-mail : support@digital-biology.co.jp
EFEXICRIE B 9:00~17:30
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