IPA Winter 2020 f§%~¥=17Jl

F=—=FIF 1IN 70—

Ver.1.0



AVZ217IVIE IPA DIRFRMEEEE BN T BB Y17V T, FHlEEE. SREICBALEL TIX IPA Winter

2020 - —H1REISRIET L,

BIR
L N 1 33 TR 2
| N 31y TR 3
IPA CLENT NS DRBEN.......cooeoeeeeeeeeeeeeeeee ettt n e
(L R A s 2 LY/ = ) TR
N o o b b OO 5
R D 0y 3 L/ i~ 6
B SQANCHI ...ttt e,
2 v =SOSR
BHEDDFEMHBMERZROOFZINT fi: IL2 ICKDT Activate SNBDF oo 11
HFEDHFRICOMEEEROBEEZRT fl: RERE7IVYIN\AY—HEEESFETOREERA......... 13
Gene View. Chem View. Disease or FUNCtion VIiew ...........cccccooeiiniinncinscieneee, 16
Gene View. Chem View @ Finding TI 3 ICDUNT .o
T RTRTIBEBE ......ooooceee e 20
IPA R E I ettt en e 21
B i 4 ol s 1 1 N
FALIMITZOIIVEADT AV IR DT TIUT oo
BRI RAT B BRI AT IT DUNT et 24



IPA EnfFERIR
LITOEMEEREICA D7z OS, TOY S LEEATN TV A CREIET L,

Windows
OS: Windows 10
Windows 8
Windows 7
Windows XP SP2 LI
Web 7571 Internet Explorer 6 LI
Microsoft Edge 87 LI
Firefox 5 L&
Chrome 10 LU
Java (JRE): JRE 1.8.0 xx LA
Mac
OsS: macOS 11.0 Big Sur

macOS 10.15 Catalina
macOS 10.74 Mojave
Web 751 Firefox 33 LIk
Safari 7 LU
Chrome 10 LABE
Java (JRE): JRE 1.8.0 xx LU
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IPA Z720MY T RY—hXZ1— Ry IIRENSHEEITESD IPA Client DERZHRELTVET LLTD
URL &Y. BBEVDYIUICEDRAVRAN—5ZF IO—RTIEFIDT A VANINTRIIETOTAIAVN
TRAIONY TRETHER I N, ZCH'S IPA BNEETRTREE RWE T,
https://analysis.ingenuity.com/pa/installer/select
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Windows 64bitOS Z=ZFIBDOAITRFHD IPA Client Z1 VA M—JVUREIT 2 & T, FEEEERFIC IPA T
FARRE: System Memory Allocated to IPA WNBEEEXESINE T, System Memory Allocated to
IPA B89 2% IPA Winter 2020 21—t —HMRZE=TELRLZ L),

Web F'57HH 5 DEEED

https://analysis.ingenuity.com/pa IC 72X 95 & BEMICEHERIEF TV SO S LDMEERILET . F
TVvO OIS L THE IPADEEILET,
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IPA EEIFFIC (T login BIEMRTINET DT, PAIIEX—IVPRLRENZRT—RZEAALTIEE W,

Ingenuity Pathway Analysis ’I/

Welcome! Please login Contact QIAGEN

Email Customer Support and Sales

Email | |

ts-bicinformatics@qgiagen.com

Password | |

Bioinformatics Sales@giagen.com

[] Remember my password Phone Customer Support and Sales

US Toll Free: +1 866 464 3684

LOG IN Denmark Toll Free: +45 80 82 0167

_ Additional global phone numbers
R JEnEAHEwn] Customer Support  +1 (650) 3815111

Sales: +1 (650) 381-5056
Hours - 0:00 - 16:00 PST (9:00 - 0:00 CET)
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D51V B U FOBENERINET DT, Bl % 41 )w 4, IPA EREIL T,

Ingenuity Pl
Pathway ..
Analysis

You successfully logged in, now click to launch IPA:

! Launch IPA | Or to simplify the login process, install the IPA client instead

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 4
2) Click the IPA ".jnlp” file in the download menu: <= 'PaApplicationjnlp
HLP 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,
lock for one of these icons in your task bar or dock:
"T/‘ or =
2y | =

About QIAGEN Bicinformatics | Contact Us
©2000-2020 QIAGEN. All rights reserved.

Firefox. Chrome Z{#ERU TWLBEICIE Java BEHELR Lz LTFTDX Yy E—IMNFRRINE T . Java hi

Sak—banctuh sz SRR £ 51 )y 5 LT IPA BREIL TR T,
Java B U2 R —ILENTOARNEICIEA VR —ILEF> TR T,

INGENUITY

PATHWAY ANALYSIS

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: [[ETLEINTZNS

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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IPART(OJ7IRN)HE

074 EE ¢ Remember my password FIWIRwoIREAIZT D& JRE IPA #REEUZESIC. 7H
IRA—=IVPRLREINRAT—RODADZERDSNFHA (2 BELIANIC IPA ZBiEid 2BAICRYET),

IPAEFBFC, PHIURA=IVZRUVRAENRAT—RDANENBEET DHICIE. T1VRIHLEICHS Close
IPAVUOZED)woU. Also clear any remembered password FTvoRwoIREA(CUT,IPA H'S
OJ7ocUET,

|2 IPA
File Edit View Window Help Provide Feedback | Support
Genes and Chemicals ~ Diseases and Functions  Pathways and Tox Lists
Create New... ; - Advanced Search ()] @@099

ENEr gene names/ symboisfILs or cnemicalf drnig names nere Search QMEN

Are you sure you want to close IPA?
IP& will automatically close in 5 seconds.

[ Also clear any remembered password

I
CLOSE IPA | CAMCEL |
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IPA OFLYIDSEBILTF/EBILTFEY - LEYREZRINC., BEEYT DEYFHIEEE - IRBIBFHRREN ORFET D
CEDERETT  RBERERNSRY N T— I EER T B &0 URRE U TIRIFET B ENTRETT,

RERF—T—RFDAAICDONT

* BERRETVEWGSICEIVNLITEF—T—RERYSIET or RRERITCIHRT &l . ITolL
BRETT1IT 1 F—T—RZAALEIEIE—IR—ZANTHIETE of RRZ{TOCENTETET,

*  [x][XTMIVRA—REVTERTEET,

x 719 TIWIFA—TF—D—RZEE (B “cell death”) ETE—FBURREITOCENTETHT,

f5% Search
V= IUIN—=DHF—F RV I RICKVLTD IS BIRFRE(TOIENTEIET,

1. BIETFA EEYRICEIIRE

Genes and Chemicals Diseases and Functions Pathways and Tox Lists

mapk Search Advanced Search ﬁ

MAPK kinase
Mapk kinase
Mapk1 kinase
MAPK?1 kinase
Mapk4 kinase
Mapke kinase
Mapk? kinase
Mapke kinase
Mapk2 kinase
MAPKs kinase

Genes and Chemicals 9 7 Tl&. U TFD LD RBILFR I EY B EFE O ITRBREZTOCENTEFET,
FA—h30 T - EREIC KU RRBEHD—ENRRRIINEXT,

-IRZRABE7 D F DRFR

LUFO ID., BiEERTERT,

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.
RefSeda . UniGene . UniProt/Swiss-Prot . UCSC (hg18) . UCSC (hg19) . Gene Symbol .
Systematic Name. IUPAC Name. Chemical Formula. &



BBRF—J—REAHL erh

Z0')v 0T BEMRRBROUIANRREIN A—bIVTI—FIZXRHS S

FEFIRTDETDDFDHMTRINE T RFRFERICEIL TIL, MRFRER 12 BRI,

2. EYFHIKEER. RBRICLDIRR

Genes and Chemicals Diseases and Functions

cell C}'C|E|

cell division cycle 7 homolog kinase inhibitor BMS...
cell cycle progression 1

cell cycle asseciated protein 1

cell division cycle and apoptosis regulator 1

cell cycle activator and apoptosis regulator 2

Cell cycle progression 8

cell division cycle 123

CDC14 cell division cycle 14A

CDC14 cell division cycle 14B

cell division cycle 14C

Pathways and Tox Lists

Advanced Search ([T
Search

chemical drug

other

other

transcription regulator
peptidase

other

other

phosphatase
phosphatase

other

Diseases and Functions Z:&R9 D& T, £EYFHIEEE. IREE NN D ELF (LEYMDRRZITO_E
MCEFLET APV T—MIIW ANV EXEEEORREED—ENRRIINET,
EMFRIEEER . TR AL Ingenuity MBEOAROY—ICEDVWTHEBRINTULET,

WwRE—J—REAHL  Serch

0V 09 3 ERFBRDASERRSN A—FIVTU—-RIRDSF

—J—RZEBIRTDEETDAVOT —DHIRRINE T RZF GRICEL T MREFRIZZEBLIZE,

3. Canonical Pathway. Tox List D&z

Genes and Chemicals Diseases and Functions

Pathways and Tox Lists

cell cycle

14-3-3-mediated Signaling

ATM Signaling

Antiproliferative Role of Somatostatin Receptor 2

Aryl Hydrocarbon Receptor Signaling

CDKS Signaling

Cell Cycle Control of Chromosomal Replication

Cell Cycle Regulation by BTG Family Proteins

Cell Cycle: G1/5 Checkpoint Regulation

Cell Cycle: G2/M DNA Damage Checkpoint Regulation

Ceramide Signaling

Advanced Search

Search

Signaling Pathway
Signaling Pathway
Signaling Pathway
Signaling Pathway
Signaling Pathway
Signaling Pathway
Signaling Pathway
Tox List,Signaling Pathway
Tox List, Signaling Pathway
Signaling Pathway

Pathways and Tox Lists Z&Rd D& T, IPA ICERINTVWD/NZATIA . HHEES F) ANDRERELT

DTENTERT,

wRE—J—REAHL Serh

=0V 09 3 ERFBRDUAMERRSN A—FIDTI—-RIRDSF

—J—RZEFIRTDEZTDRBADHNFRRINE T RFERICEAL T MRFRER I CBLZTL,
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Table R RFERNEGTF EEHD—BEUTRRINET,

Search - 0O x
Add T Add T s Create Dataset B terac e B
The search for mapk matched 50 items.
Symbol Matched Term Synonymis) Entrez Gene Name: Location Typels) Biomarker Application(s) Drugls) Target(s) Species
1 MAP3K1 MAPK LOC100912393, MAPK, MAPKKK1,  mitogen-activated protein kinase kinase Cytoplasm kinase E 6201 Human, Mouse,
MEKK, MEKK 1, MEK KINASE, kinase 1 Rat

MEK KINASE 1,
mitogen-activated protein kinase kinas
mitogen-activated protein kinase kinas

Raf SRXYS
2 Mank Mapk M&PK Map Kinase. Cytoplasm aroup diagnosis, MAP Kinase inhibitor Human, Mouse.
NGF/EGF DEPENDENT KINASE disease progression, Rat
efficacy, prognosis,
response to therapy
3 MapKl Mapk MAPKT MAPKZ Mark pa2 9030612K14RIK AA40T128, ritogen -actiated protein kinase 1 Cytoplasm Kinase efficacy LTT462, pexmetinio, Human, Mouse,
AUQIBE4T, CTE273, ERK, ERK2, ulixertinib, LY3214996, Rat
ERKA2, ERTI, Mapkl2, MAPKZ, ASNOOT,  binimetinib,
Mapk p42,
mitogen-activated protein kinase 1
MITOGEN ACTIVATED protein KINASE MAP KinaseT inhibiter

P38, PaD, P40 HERAK p41
paTmapk P42, pa2Erk PA2MAPK,

PRKM1, PRKM2

4 MAPK3 MAPK1,Mapkd MAPK3 Mapk pdd ERK-1, ERTZ, Esrkl, HSA4KDAP,  mitogen-activated protein kinase 3 Cytoplasm Kinase efficacy ASTXD29, HH2710, Human, Mouse,
HUMKER1A, MAPK1, Mapkapk3, KO-847, ulixertinib, Rat
Mapk pa4, LY3214996, ASND

mitogen-activated protein kinase 3,
MNK1, MTAPZK, pid, pidErk
P44ERK1, PA4MAPK, PRKM3

5 MAPKS Mapke MAPKS pB3 MAPK A3300STDO3RIK ERK3, ERKA, mitogen-activated protein kinase 4 Cytoplasm Kinase Human, Mouse
Mitogen activated protein kinase 4, Rat
P63-MAPK. PREMS

6 MAPKS Mapke Mapkg MAPKE Mapke3 2610021123RIK, D130053K17Rik, mitopen-activated protein kinase § Cytoplasm kinase Human, Mouse,
ERK3, HSTIT250, Mapk, Mapks3, Rat

mitogen-activated protein kinase 5,
PITMARK, Primd, PRKMG

7 MARKT Mapk? MAPKT b2b2345C1o, BMK-1, ERKS, ERK-S, mitogen-activated protein kinase 7 Cytoplasm Kinase Human, Mouse,
ErkS-T, ERKT, FRK LOC100912585, Rat
mitogen-activated protein kinase 7,
mitogen-activated protein kinase 7-lik

PRKMT

8 MAPKE MapkBMAPKE AIB49689, mitogen-activated protein kinase 8 Cytoplasm Kinase cobimetinib/enceratenib, Human, Mouse,
CJUN N-TERMINAL KINASET, INK, aplidine, Rat
INK1, INKIAZ, JNK21B1/2, JNK-46, cetuimab/encorafenib,
mitogen-activated protein kinase 8, binimetinib/encarafenit,

Selected/Total rows : 0/50

Biomarkers application(S)ICIEZEDIODBRT7TIT—23DINAAT—H—IZTR>TULBH . Drug(s)IClE
EDELS7 Drug DY—TwhkER>TULSH\ Target IZIE Drug My—whEFT 2D FHARRINET,

Tree T~ RFBFHRM Functions and Diseases lICRRENET,

Search - o x

A — A s A s E s t A Show Functions )

The search for cell death matched 1846 diseases and functions.

Diseases & Functions ©hssociated Moleculq
Matching Diseases & Functions g1az
Cell Death and Survival 9062
cell death 9062
Cell death [reguiation of cell death, accidental cell death] 9062
Cell death of tumer cell lines [death of tumor celllines, necrosis-like cell death of tumour-derived cell lines..] 2445
Neuronal cell death [death of neural cells.cell death of neural fibers...] 1787
Cell death of blood cells [necrosis-like cell death of blood cells,necrosis-like cell death of hemocyte,.] 1760
Cell death of immune cells [death of immune cell.necrosis-like cell death of leukocyte, ] e
Cell death of connective tissue cells [connective tissue cell death.necrosis-like cell death of connective tissue cells,...] 1335
Cell death of epithelial cells [death of epithelial cell epithelial cell death, .] 1291
Cell death of tumor [<ell death of tumour of unknown origin, cell dezth of tumour...] 1219
Cell death of tumor cells [death of tumor eukaryotic cell death of tumaur eukaryotic cell...] 1185
Cell death of carcinoma cell lines [necrosis-like cell death of epithelial cancer cell lines,death of epithelial cancer cell lines,..] 1024

Cell death of malignant tumor [cell death of malignancy,cell death of malignant tumeur]

& Diseases and Functions D>V —2%0')wod 3 E T EFEIIERE. IREBCFEE T 28 F =D
TEET,

Zob0Y9—-Y)—DEH

AUROY—ICBT BTN I —FESBUENEE(C(g  PPandfunctions e 1)y s LT<2E V. ARO

J—ED>Y—0ED )Y ITBETEFNEFNOATI)—2RETCIFT I BH/\MTIRRRIN T\ DAL
EED)YITBIET, FDOEEN affects~/increases~/decreases~IC DT TRREINET,
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Effect On Function - O ¥

Add T Add T Ar B E}. Show Functions Expand Functions
Process # Molecules
1 Process
Cell division process of muscle cell lines 30

affects Cell divisicn process of muscle cell lines (20/20)

ADAM2, ARAF, caffeine, CDC42, COKZ, DGKZ FGF2, FGFR1, HRAS, I1GF2, Ins1, LMNA, MYOD1, Myoparr, PDS805%, PRECD, PTHLH, RACT, RHOA, L0126
decreases Cell division process of muscle cell lines (8/30)

AIF1, CDKN14, COKN1E, CDKN2B, IGF2, JDP2, RE1, RBL2
increases Cell division process of muscle cell lines (5/20)

FGF10, Insulin, MYOD, PHIP, PTHLH

WRERI 7 /T —auDImERODTVBDIRREHER T DI BEBEDF TV IRNYIXICFIVIZ AN,

Show Findings |2 51w AL T<LREL, T BEOBEERICFTYINRASTVWBERY U EBEE A,

Canonical Pathways. Tox Lists DtRZFER

Search - 0O X
Add To My Pathwa Add To My List View Report Activity Plot Customize Table B

The search for Cell cycle matched 21 pathways and tox lists,

# Name Group Pathway Category

1 14-3-3-mediated Signaling Signaling pathway Cell Cycle Regulation

2 ATM Signaling Signaling pathway Cell Cycle Regulation

3 Antiproliferative Role of Somatostatin Receptor 2 Signaling pathway Cell Cycle Regulation

4 Aryl Hydrocarbon Receptor Signaling Signaling pathway Cell Cycle Regulation

5 CDKS Signaling Signaling pathway Cell Cycle Regulation

g Cell Cycle Control of Chromosomal Replication Signaling pathway Cell Cycle Regulation

7 Cell Cycle Regulation by BTG Family Proteins Signaling pathway Cell Cycle Regulation

5 Cell Cycle: G1/5 Checkpoint Regulation Tox List

g Cell Cycle: G1/5 Checkpoint Regulation Signaling pathway Cell Cycle Regulation, Ingenuity Toxicity List Pathways
14 Cell Cycle: G2/M DNA Damage Checkpoint Regulation Tox List

11 Cell Cycle: G2/M DNA Damage Checkpoint Regulation Signaling pathway Cell Cycle Regulation, Ingenuity Toxicity List Pathways

View Report |2 51 )w 4932 & T Canonical Pathway % Tox List DLR—k%. & Pathway. List &%
21)wo9 352 ET Canonical Pathway PHE4EESFI)RANERSZENTEET,



Canonical Pathways

¥ IL-1 Signaling

B RBuw O B@ B O @ suld | Oy | PanDssigner View 5 ¢ 5 ZH Zoom: [ »

<IL-1Signaling N
5 Perfed)oin
e g
«e -
' Extracallular space Vi [ 1
. i
+ Cyteglasm

EosiT— (s
—K«/ gt

(TABA) (TH
SN

v

© 2000-2021 QIAGEN. All rights reserved.
s

F7z. Canonical Pathway I Project Manager. Libraries T2>3a>RHA® Ingenuity Canonical
Pathways RN Pathway 49 JIIL0wod 3 THKZEETEXT,

Project Manager s
A-Z Sort Search Refresh
QIAGEN Coronavirus Metworks

Ingenuity KEGG gene lists

Tissue Expression

Example Analyses

Training

P8 Shared Projects
Libraries
OmicSoft
Ingenuity Canonical Pathways
Metabolic Pathways
Signaling Pathways

Apoptosis
[ 14-3-3-mediated Signaling
[E¥ Apoptosis Signaling
E¥ April Mediated Signaling
B Aryl Hydrocarbon Receptor Sic
B¥ Calcium-induced T Lymphocyt
E¥ CD27 Signaling in Lymphocyte
B Ceramide Signaling
B¥ Cytotoxic T Lymphocyte-medi
[E¥ Death Receptor Signaling
B Ferroptosis Signaling Pathway
B IL-15 Production
B IL-15 Signaling
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BEDDFEMHBERZRH OOFEINT fl: IL2 ICLDT Activate SN39F

1. Genes and Chemicals TIL2 ##&%&UET,

Genes and Chemicals Diseases and Functions Pathways and Tox Lists

L2 Search

2. IL2 IZFTvo%E\\N Add To My Pathway o >%21)vo L. New My Pathway %:2RUE T,

Search

Add Te My Pathway Mew My Pathway _reate Dataset

The search for IL2 matchee  sayed My Pathway

i Symbaol Matched Term Sync

1 IL-2R 112¢, IL-ZR, 12 Receptar iz F

ol IL2 IL2, 2L inte
3 aldesleukin IL-2 102
125

858

des

3. Build %> > Grow V—ILZEZRULET,
Downstream Z&RULET,

My Pathways

B New My Pathway 1

B % B i S ¥) (% & | Build  Overlay

Tool: | Grow

Path Designer |V

MINET
«alle
o

Meolecules & Canonical Pathways Diseases & Functions

Add and connect new nodes to the nodes that you select on the pathway. Click oY dh
Apply to view the new networl. -
Filter Summary

Consider all molecules and/or relationships

~ General Settings (7 -

Interactions
+| Direct | Indirect
Grow out...
®) All molecules or canonical pathways

Get max of | 10 molecules or canonical pathways at a time

that are

Downstream of selected molecules

..and limit molecules to
®) Use Ingenuity Knowledge Base

11



Relationship Types T activation Z&RUXT,
BaEITBNF(IL2)E0')voU. Apply MY UZED O ULET,

My Pathways - o

B New My Pathway

B % Bl O B ¥) (v @ | Build | Oveday | PathDesigner [View 27 3¢ <50 HE H zoom @) Bpot: b BB ER O ® @

<
Tool: | Grow MBIEaE
«lle
Melecules & Cancnical Pathways Diseases & Functions L 4
Add and connect new nodes to the nodes that you select on the pathway. Click +

Apply to view the new network.
Filter Summary

Consider only relationships where
rel. types = activation

1 —=

> Data Sources All

> Confidence Level All

> Tissues & Cell Lines All

| > Species All

» Mutation All
Select all

/| activation
causation
chemical-chemical interactions
chemical-protein interactions
correlation

E}(PIESSIDH

> Publication Date Range All

> Node Types All

> Biofluids All

~ Relationship Types activation

| > Diseases All

Save As Preferences Restore From Prefs Reset Apply

A

4. LIFDELSIZIL2 IZ Activate SN D FRFRRINET,

s,
I \ “ 2

/ )\ \\\ Gl B
illm "‘["“[2’ \\\\\\

”S" <$ v \‘*55“\‘@

\\
\\\\M@%\E\\
R“ \T? O\ PR
i\

PKII'PBA
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RHEDDFETOHEFRADERZRT fl: REE7IVY/I\AY—HEESFECTOHEEIER

1. Diseases and Functions T Alzheimer Z#&%&UZEY,

Genes and Chemicals Diseases and Functions Pathways and Tox Lists

alzheimer

Search

2. Familial Alzheimer disease [CFTvo%& AN, Add To My Pathway "o 201w oUET,

Search

Add To My Pathway New My Pathway Annotations
The search for alzheimer 1 sayed 1y Pathway

Diseases & Functions

- 0o x
Show Findings Effect on Function BioProfiler Activity Plot Show Functions Expand Functions B E.
nctions.

MNon-Alzheimer degenerative dementia [nen-Alzheimer neurodegenerative dementia,nen-Alzheimer type degenerative dementia]
familial Alzheimer disease

57

Early-onset familial Alzheimer disease [younger onset hereditary Alzheimer disease familial Alzheimer disease of early onset,...]

T Associated Molecule‘
72

13
Autosomal dominant familial Alzheimer disease [autosomal dominant familial Alzheimer's disease, autosomal dominant hereditary Alzheimer's disease,..]

6

3. Molecules &R 2EDFDHN, Diseases or Functions %8R9 2 EHKEDHN, Both %:&R
IHREMAN/—REUVUTERESINET,

Select source

Add

Meolecules

Diseases or Functions
(®) Both

oK Cancel
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4. Build %> > ConnectV—ILZEERUET,

My Pathways

3 New My Pathway 2

DR BuP CE B P

'jv @ Build Overlay Path Designer | View: :

< = ;
Tool: | Connect vy ¥ & o
ar’p CJ?LHF\-H MT—N_E
Connect selected molecules based on specified criteria. Click Apply to view &y ; o A
new connections. -
Filter Summary &
Consider all molecules and/or relationships
Nosa spei
' General Settings ‘ Y
Interactions —

| Direct | Indirect

\ Familial Alzheimer disease
( L
‘ > Data Sources All

‘ > Confidence Level All

5. CtrlI+ A BRETEDFEREIRL Apply K9 20%&D')vIT 2 EEBERZRF DA FRENREENKT,

My Pathways - O x

B New My Pathway 2

B % B e o B ) (v & Buld | Ovelay | PatnDesigner |View 53 3¢ 5 HE Zoom: [d) Bport: b B2 @ o ® @

<
Tool:  Connect vy ¥ e

/"}

309 relationships (or 8258 Findings] were added.

Filter Summary
Consider all molecules and/or relationships

v General Settings (7]

Interactions
| Direct | Indirect

> Data Sources All

| > Confidence Level Al 7] !
bz ARERE
Pl
| > Tissues & Cell Lines All Y] _‘ e
NGRORY
| > Mutation All (7] il ‘!‘,
Pa)

SEr LIRS 1B

| > Relationship Types Al S
R
| > Publication Date Range All
| > Node Types All (7]
| > Diseases Al
| > Biofluids All 7]
Save As Preferences Restore From Prefs Reset Apply

A

14



6. EEJ:EIW)% Z01)vDU. Organic Z:&RTIDERTNREPIRUET

My Pathways - o x

B New My Pathway 2

D %WEuE OB

0 ":\v & Build Owverlay Path Designer \ﬁew::: 3 = EE Zoom; @l Export: By B @ 5 ® o

<
Tool:  Connect vy ¥ e
«:
309 relationships (or 8258 Findings) were added. C:

Filter Summary
Consider all molecules and/or relationships

+ @l

+ General Settings (2]
Interactions
e
/|Direct [+ Indirect = < u@_
~ -
> DataSources Al (4] N

> Confidence Level Al (2]

> Species All (7]

> Tissues & Cell Lines All ()

> Mutation All (2]

> Publication Date Range Al (7]

> Mode Types All (2]

> Diseases All Q

> Biofluids Al Q g

[
|
|
[
[
[ > Relationship Types All @ vE
[
[
|
[

Save As Preferences Restore From Prefs Reset Apply

15



Gene View. Chem View. Disease or Function View
BREFEFERD/ —RYT)—REDDFEEDIVITBZET Gene View ¥ Chem View ZRE . 9 F DS
WREEEITDI_ENTETET,

Gene View: 9FDIEREXRRLUET,

Synonym, Protein Family%:& OIE8.
SFNRT SBEHMDINADTA.,
DFESY—TVRETEMIRNAGRGE

Ingenuity Knowledge Base
I2BHBINTL 3 REROER
Show all~&2UwI53Z&T
SEWOATRREINET

RefSeq/Ensemble k74 I+ —LiEER
H—=VILEICERD_&ETHOEY—LLED
AIEESRR S EHRTEET

Entrez GeneM#<!—, GOIER

BFEI—SYRETBDruglER

Show detail& 2y 795 &T
<BHFOEMFRNETINET
<ETLYIHERRINET
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Chem View:

L&Y RSV I DERERTUET,

Hphenaxy P acd, L-mathylethyl ester; 49862-20-5; Ankeben; Antara; C2OMILCION;
Elasterstn; Elastenn: Fenabrate; anoaal Fentard; Lpanthyl; Lipantd; Lipide; Lipidil; Lipidd Micro; Lipidil Supes; Lipfen;

Wipirex; Upocler; Upofene; Liposit; L Flbra; Lumacor; Nolipax; Procetofen; Pr ey propan-E-yl E-f4-{4-
chisrabenzoxlphencry ] 2-methylpropanaate; Protsipan; Secalip; Sedulen; Tretar; Trighe

Hame:

IPAL Mame:

CAS Registry Number:
SHILES:

Ehemical Formula:
Molecular Weight:
PubChem Link:
Canenical Pathways:

Top Ffindings from Ingenuity
requlates:
regulated by:
binds:

role in cells

diseases

HMember of Grougs:
Hembers of Subgroup:

Brand Mame(s):

Manufacturer(s):

I yijphenaxy] thyl-propsaoic acd, ¥
propan-2-yl 2-[4-(4-chlorobenzoylphenoay]-2-methylgropannate

vl ester

ATTEZ-20-F

[InChI=18/C20HIICIDL
'l -1 I pEA-1 W TN 2N R AR -1
[EAT6,1 443

CaoMy Cloy
260.83133
2038

AROAL, SCARDL, ACOHL, L8, FABFL, Fibrinegen, THF, CAT, CRP, VCAML, APOCY, ACOTE, NPPB, PGl AdSLL

NELHE, NR1H3
productsen in, guanbly, state il respiration, prolferstion, orgenizetion, respirsbion, infiltration by, surfece ares, expression in,
Einding

hypertrophy, hepatomegely, myalgia, cardinc fibrosis, oliguria, experimental sutoimmune encephalomyelitis, rhabdomyalysis,
stroke, hemeglabinuris, asifenia, acute renal fxdure, alburminuria, hepatic stestnsic

#nkebin; Antara; Elastarate; Elasterin; Fencbrate; Fencal; Fenotard; Lipanthyl; Lipantil; Lipidex; Lipidil; Lipidil Micro; Lipidil
Suprs; Lipfan,; Lipirex; Lipoclsr; Linofens; Liposit; Lipsin; Lofibrs; Luxscor; Nobpax; Procetofen; Proctofens; Protoloan;
Secalip; Sedufen; Tricor; Trighde

ABBOTT; CIFHER; IMFAX LABS; LIFECTICLE PHARMA AS; OSCIENT; PAR PHARM; RANBAXY, SKYEPHARMA AG; TEVA

hy periipicemia

ohesity Phase 11
burm Phase 11
burn Phase 11

e apnins spndrame Plade 11

hypertriglycenidemia  Approved
hypercholesteralamia Approved
dystpidemia Phase It
i bt lan Phada |
iy prtan ian Phass |
burm Phase I
burn Phase (11
:';‘r':::l'.bl"""’ Phase I
prinag thary Phase It
primary kiliary Phase It

2 Recontly Added Findings

737 Categorized Litersture

Terminated Folvay Pharmaceuticals NCTOOSL682F200%-07-17
National Institute of Diabetes and Digestive and Kidney

Compietad Canadss (NIDOK) MCTO03$17542007-08-22
Completed Shriners Hospitals for Children NCTO03&17512007-08-22
Tarminated Solvay Pharmacauticali NCTO0S168292009-07-17
Terminsted  Solvay Pharmaceuticals NCTOOR18A252003-07-17
Hat yat 0
Faccing Natesnial Instbutes of Haakth (HIH} NCTOOST25992009-03-30
Tt Vanderbilt University WETOOETZEHH005-03-30
racruiting

Recruiting Shriners Hospitals for Children NCTO07324852005-02-17
Recruiting The Univarsity of Texas, Galveston NCTOOT 3248520090217
Recrufting FECers Organization NCTOOSTS0422007-22-13
Recruiting Sciale Pharma NCTOOSTEMZ2007-22-13
Recrutting University of Florida NCTO0S7E0422007-22-13
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Gene View, Chem View @ Finding £2232>ICDWT
Show details R&EZEZ VYO TBRZETIPA ICEFRIN TV 2T LyINRATI—RIICRRINET,

Bl PPARA D195 023VICET ST Ly

regulation of {15) ACOX1, CYP2C11, Gald response element, PPAR response element, ABCDZ, HMOX1, PCTP, PEX11A,
PLINZ, PPARA, SLC10AZ, UCPL, UCP3

localization of {14) APOB, APOAL, PteZ, ADIPOGQ, HOL, INS1, Proinsulin, THF

metabolism of {14) fatty acid, l{Hf_l, D-glucose, amino acids, lipoprotein

HFIL Findings TY., 2V I35 ETH Finding DURNEHEETEET,
PFEEDVYITEIET PPARA EZDDFREDAUFS5003VICET S Finding ZRETEET,

f5]: PPARA @ regulation of @ Findings —&

Findings: Functional Roles

Rewiew the information that supports the gene-to-function relationship. Click the plus icon to wiew the reference information.

PlainText %

PPARalpha [PPARA] is involved in regulation of starD2 [PCTP].

20045742 Kang HW, Kanno K, Scapa EF, Cohen DE. Regulatory role for phosphatidylcholine transfer proteingStarD2 in the
metabolic response to peroxisome proliferator activated receptor alpha (PPARalpha). Biochim Biophys Acta 2010
Apr 01;1801(4):496-502,

Source: Ingenuity Expertassist Findings

Original Sentence:  StarD2) is abundantly expressed in liver and is regulated by PPARalpha.

Human CITEDZ 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, Dawis 1w, Wanden Heuvel JP. Identification of the CREB-binding protein/p300-interacting protein CITEDZ as
a peroxisome proliferator-activated receptor alpha coregulator. J Biol Chem 2004 Jun 04;279(23): 24053-63.

Source: Ingenuity Expert Findings
PPARalpha increases regulation of UCP-1.

10873645 Teruel T, Smith =A, Peterson J, Clapham JC. Synergistic activation of UCP-3 expression in cultured fetal rat brown
adipocytes by PPARalpha and PPARgarmma ligands. Biochem Biophys Res Comriun 2000 Jul 5;273{2):560-4,

f5l:PPARA & ACOX1 [EB® regulation of IZB89 % Findings —&

Findings: Functional Roles

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

Findings 1 - 2

Human CITED2 protein increases transcriptional regulation of promoter fragrment {-581--471) containing a PPRE from Aco [ACDX1]
gene that invaolves conjugated linoleic acid and rat Ppar alpha [Ppara] protein.

Experimnent Type: luciferase reporter gene assay

15051727 Tien ES, Davis W, Wanden Heuvel IP, Identification of the CREB-binding protein/p300-interacting protein CITEDZ as a
peroxisome proliferator-activated receptor alpha coregulator, J Biol Cherm 2004 Jun 04;279(23):24053-63,

Source: Ingenuity Expert Findings

Human CITEDZ protein increases transcriptional regulation of promoter fragment {-581--471) containing a PPRE from Aco [ACOX1]
gene that invaolves WY-14643 and rat Ppar alpha [Ppara] protein.

Experiment Type: luciferase reporter gene assay

15051727 Tien ES, Davis W, Wanden Heuvel IP, Identification of the CREB-binding protein/p300-interacting protein CITEDZ as a
peroxisome proliferator-activated receptor alpha coregulator, 1 Biol Chermn 2004 Jun 04;279(233:24053-63,

Source: Ingenuity Expert Findings

Findings 1 - 2
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Disease or Function View: Disease *® Function [CET 20 F TR RUET,

INGENUITY Disease or Function

PATHWAY ANALYSIS
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Disease or Function:

Synonyms:

Molecules:
show all

Function ids:
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Cell death

regulation of cell death,GO:0010941,G0:0008219,necrosis, accidental cell death,ablation,cell ablation,death

(+)-7beta,8alpha-dihydroxy-%alpha, 10alpha-oxy-7,8,9,10-tetrahydrobenzo[a]pyrene, (+)-catechin, (+)-MK-801, (+19,10-epoxy-
12Z-octadecenoic acid, (-)-arctigenin, (-)-BI97D6, [ ) eplcatechln gaEFate, (-)-epigallocatechin, (-)-gossypol, (-)-norephedrine, (-)-
trans-7,8-dihydroxy-7,8-dihydrobenzo(a)pyrene, ( J4,5-dicaffeoyl guinic acid, (15,2R)-NCL-1, (4-(3-chlorophenyl)piperazin-1-y1)(2-
ethoxvphenyi}methanune, (&)-gingerol, (diaminocyc]ahexane}(diaoetata)(dichloro)platinum, (E)—1—{2—nitrovinyl}naphthalene,
(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-&-nitro- 1H-benzoimidazol-2-yl)-phenyl]-acrylamide, (E)-9-(2-
nitrovinyl)anthracene, (E)-N-[4-{1-hydroxy-6-nitro-1H-benzeimidazol-2-yl)-phenyl]-3-(4-methoxy-phenyl)-acrylamide, (R,5)-1-
aminoindan-1,5-dicarboxylic acid, (S)-4-carboxyphenylglycine, (S)-flurbiprofen, (S)-mevalonic acid, (Z)-5-(3-
trifluoromethylbenzylidene)thiazolidine-2,4-dione, (£)-2-hydroxyoleic acid, 1'-acetoxychavicol acetate, 1,1',6,6",7,7"-hexahydroxy-
3,3"-dimethyl-N5-({2-phenylpropyl)}-N5'-(2-phenylpropyl)-2,2'-binaphthyl-5,5'-dicarboxamide, 1,1-bis(3-indolyl)-1-(4-
chlorophenyl)methane, 1,1-bis(3-indolyl)-1-(4-hydroxyphenyl)methane, 1,1-bis(3'-indolyl)-1-(4-trifluoromethyl-phenyl)methane,
1,1-diethyl-2-hydroxy-2-nitrosohydrazine, 1,10-phenanthroling, 1,2-dimethylhydrazine, 1,2-dioctanoyl-sn-glycerol, 1,2-dipalmitoyl-
sn-glycero-3-phosphate, 1,2-dithiol-3- thmne, 1,25- dlhvdroxwltamln D, 1,3-bis{4- hvdmxyphenvl} -4-methyl-5-[4-(2-
piperidinylethoxy)phenol]-1H-pyrazole, 1,3- dlchlorohenzene, 1,4-bis[ 2-(3,5-dichloropyridyloxy)]benzene, 1,4-
phenylenebis{methylene)selenocyanate, 1,7-diamino-4- azaheptane, 1,7-dimethylxanthine, 1-{2-hydroxy-5- methylphenyl)-}
phenyl-1,3-propanedione, 1-(4-(4-(4-chlorophenly}—1H1,2,3—triazo|e—1—v{)—S[hydmxyl-met‘hyl]tetrahydrufuran—2—y|]-5-
methylpyrimidine-2,3(1H,3H)-dione, 1-4-naphthoquinone, 1-aminocyclopropane-i-carboxylic acid, 1-butanol

G0:0008219, GO:0010941

Back to top ==
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Network Shapes

Path Designer Shapes
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Relationships

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

activation, causation, expression,

molecular cleavage, phospherylation,
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



IvISNIL
Ty FICHBEEROEBEZRI 7N IPRYNERRTDCENTEEXT . Fn/IERTDVVEZIL File XZ2
—h'5 Application Preferences/Graph Preferences TERETETET,

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

| 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

HE/ERICDWNT
/=R ANS/—F B EZTAEITSNSKEL TNENLTOREFRAZRIKLET,

DTFIITINRITA
PFANSDF B EZTHEITONDKENE. 0F ANDF B ZEHET D EZEBKRUET, (TRTDHE
BOAEEER S VBRI B VBRLREEBATVET)
XIRIYOINZAITA
DFADSHF B XTRITONDIKEE. 2F BHOFANEEINDEZRKRULET,
DAVR-LETS—
DAVRMSLETI—ICAITONZKRENIVAVRELETI—D/EZEZRBKRULTVWET . CON1 T«
JITARINILETI—DEEIEZHDRVIGEENRBVET LETY—DFHLIEV A RELETS
—DIEERD 2 REVRARNIBMIRYET,
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MR—JIVR(XZF): Focus Molecules (Network eligible Molecules)Z=&U&E Y,

78w I(FHK) . Override MIEEZE L TERWIAATE Molecules #%&RUE T,

*(PRFVVRD): AAUTZEHD Gene H' IPKB RICERWVIAENZKRICE—D Gene ELTRVEDITENEZE

N=EHRLETD,

Al T—9ANEIC Absent £IEESN/Z Molecules Z25%=UFET,

+(TSR): ZD Molecules MEDRYET—IHRICEEFENTVWDRCEERUE T+ 1D LETHI VI %
TREEETDIRY NI —VEERTIE,

AFIVE): ATYVDT7YTT—RIEDT 1) BEODFN—DIHEING. 2) —DDRFHERICH

XN, 3) DFHNERINSZ REDEENH DIz FERULET,

t(O0OR): A—H—MERUEARI LD FTHBEERULET,

§ ! SBML PathwaydkWAUR—kURD IPAICYY TENGEH o120 FERULEKT,

FIVIOMMIIS0230EAITAIVIMMITSOD3Y

IPATIZIAL IO I3 EADFTAVINM IS 003 VD2BETRY NI —IZBELTVET . CN
SIEETRHCEDA IS 0U3VEEINEBIRTEX T, CCTIRIA VIS IIIVMENVCDOVNTERLE T,

AV IOMIIS0930: 2 DD FHNMERUVICERYIENICOV YO D58,
5. TGF beta binds fibronectin

T F T —ERENERE) VB ESISEITIBEREDLEEHREEHET,

#l: MAPK1 phosphorylates TTF1 protein

AGNIOMIES03

2 DD/ —RHEBMIC O Y IRV WGRIEA TV IOMMIFZ093VITRIUET,

f5l: TGF beta protein increases the stimulation of human IL-6

CDEBIE RN RASHDYMBZNTEL CBISRCSNTLVDABREENH DD T A VIILINM IS0 3
ICHEINET,

EDESRIRIDMBHLUTIR > TA IS0V 3VERELTCVWINEIIYIZT TIIUYIFTHIEICEII TV I
NV)-EREITDIENTEXT,
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