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Ingenuity Pathways Analysis (IPA) Online Help

Take advantage of our various training and online Help resources to guide you through
the application.We highly recommend that you step through theriai® which outline
different paths through the application.

This Online Help Manual is searchable. If you can't find what you're looking for, try
searching for a keyword. Topics will appear on the left of the screen and will link to
relevant articles.

Click here to download BDF file of this Help manual.

Quick Start Tutorials

Quick Start tutorials provide stdyy-step instructions on how to use the features in IPA.
Use these if you already know what you want to do in IPA, but don't know how to do it.

o Data Upload

e Sharing

e Single Core Analysis

e Comparison Core Analysis

e Single Tox Analysis

e« Comparison Tox Analysis

« Single Biomarker Analysis

e« Comparison Biomarker Analysis
e Search Tutorial

e Drawing Pathways Tutorial

For more detailed information on the featuo&€$PA, please look through the Table of
Contents (left side of screen) or use the search feature at the top to search for key words.

Case Studies

Case Studies are longer tutorials that are based on specific scientific questions. They are
generally longethan Quick Start Tutorials and include how to use IPA, as well as why
you would want to use certain features. We currently have the following case studies
available:

Exploring Invasion and Metastasis in IPA

Summary: Numerous steps in the progressiaraater, including invasion and
metastasis, involve altered adhesive properties of cells. Invasion and metastasis
contribute to tumor malignancy, and a better understanding of these events may help

identify novel points of therapeutic intervention or dgeeonitoring. This case study
1
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begins by querying IPA for information about genes that affect adhesion and invasion of
prostate cells, with the following questions in mind:

1) Are there genes that directly play a role in both adhesion and invasion?

2) Isthere direct crostalk between the genes that regulate these functions? Do they
directly regulate each other's activity?

3) While the initial query focuses on prostate cancer, do these adhesion and invasion
genes play a similar role in other cancerghissa common mechanism for metastasis in
general?

4) What other normal cellular functions are regulated by these genes?

5) Are any of these genes part of a "metastasis signature" that was identified using DNA
microarray analysis?

Exploring the Characteristics of Alzheimer's Disease Genes

Summary: Many genes have been implicated in the etiology of Alzheimer's Disease. This
case study uses the Search and My Pathways features in IPA to help answer the following
guestions:

1) Do these genes participatea common neuropathogenic pathway?
2) Is their activity regulated by a common mechanism?

3) What is the role of these genes in normal cells?

4) Are these gene products secreted? On the cell surface?

5) How do they work together at the molecular level?

6) Are any of these genes already targeted by therapeutics?

The Role of FASN in Cancer

Analysis of expression array data from metastatic prostate cancer tissue has provided
additional evidence that Fatty Acid Synthase (FASN) may be a potential point of
therapeutic intervention. The goal of this case study is to gain more confidence about the
role of FASN in cancerelated processes and assess its relevance as a therapeutic target.

1) What is FASNO6s role in cancer?

2) Are fAneighbor dincrdcerFASN al so involyv
3) Are there expression changes during the metastatic state that are associated with this
pathway?

4) What are the transcriptional regulators of FASN?
5) What other activators lie upstream of FASN?

Adding Custom Content

FASN has been imjgated as a potential point of therapeutic intervention in metastatic
prostate cancer. Followp studies in which FASN activity was targeted by Orlistat and

by siRNA indicated that a FASN blockade impacts Rb and other cell cycle related genes.
The abilityto update pathways with recent proprietary discoveries is a useful tool for
building working biological models in this case for FASN and cancer. In this tutorial

2
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we demonstrate how to integrate your proprietary discoveries into custom pathways
stored inyour personal MyPathways library.

Training Videos

Customer support holds weekly live-bne training seminars on Thursday mornings
demonstrating how to use the features of IPA. Each is approximately 1 hour in length. If
you would like to sigrup for thelive version, contact Customer Support at
support@ingenuity.com. We realize that you might not have time to attend these

meetings at our scheduled times, so we have recorded each training session and created a
URL where you can view them at a time thatasvenient for you.

Please click the link below for any of the training sessions you would like to view. You
will need Flash Player to view the videos. If you don't have Flash Player, it is available

from:
http://www.adobe.com/shockwave/download/downloadgi?P1_Prod_Version=ShockwaveFlash

Introduction to IPA and Using IPA for Expression Data Analysis

Topics covered: IPA Content acquisition and structure, Signing in to IPA, Welcome
Window, Project Manager, Data Upload, Creating a Core Analysis, IPA Begtdes,
Network Generation Algorithmlegend (Shapes, Colors, Line Styles), Gene View, Edge
View, Neighborhood Explorer, Overlay Features, Graph Preferences, Exporting
Capabilities, and Creating a Comparison Analysis.

Functions and Pathways in IPA

Topics covered: Introduction to Functional Analysis, Definitions of Hegrel functions,
Structure of ontology, Functional Analysis for a Dataset, Significance calculations,
Customizing the Chart, Annotations Tables, Accessing IPA findings, Exporting
capabilties, Functional Analysis for a Network, Introduction to Canonical Pathways,
Canonical Pathways for a Dataset, Ratio vs. Significance, Viewing the references,
Prostate Cancer Disease Subtyping Case Study.

IPA as a Knowledge and Discovery Tool: Search anlly Pathways in IPA

Topics covered: Gene Search, Functions/ Diseases Search, Drug Search, Chemical
Search, Combined Search, Complex Search, Creating Pathways, Adding nodes, Adding
edges, Grow, Connect, Path Explorer, Highlight, Trim, Species/ Tissue Hiigh\iyg
Pathways Analysis, Exploring FASN in prostate cancer case study.

Biomarker Analysis in IPA

Topics covered: Introduction to IPA Biomarker Analysis, Uploading data (brief),
Creating a biomarker analysis, Using Filters, Top Biomarkers, Creating artiem
comparison analysis (Set Analyses).
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Toxicity Analysis in IPA

Topics covered: Introduction to IPA Tox Analysis, Uploading dataset (brief), Toxicity
analysis capabilities, Tox Functions,

Significance calculations, Tox Lists, Exporting capabilitiegn@estine high dose Case
Study.

Other Videos

What's new in IPA 5.0: Overview
A summary of the new features and content released for IPA 5.0. (April 2007)

What's new in IPA 5.0: Advanced Training
A brief training video for advanced IPA users. Explains ¢y to use the new features
in IPA5.0.

How to transfer data between:
i. IPA and Spotfire
ii. IPA and GeneSpring GX

Note: The above movies require the WebEX player to be viewed. This is available from:
http://www.webex.com/Ip/player/download.html

More Help Resources

¢ Find outhow Ingenuity Pathways Analysis works

e Get answers to Frequently Asked Questions

e Read about examplese cases our Application Notes

e Seewhat's newin this version of Ingenuity Pathways Analysis

¢ Identify the various nde shapes displayed with thegend

e Verify that your computer meets tkechnical requirements

¢ Having technical problems using the applicatid®®e our troubleshooting page
o Click here for oulPDF Library

Customer Support

email: support@ingenuityoen
phone: 65881-5111, 6arbpm (PST), Mo¥rFri (excluding major holidays)
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What's New in This Release: IPA 5.5
Data Analysis and Intgpretation Features

A Met abol o mExtast rich pathway information from metabolite data.
Search IPA Chem Views to understand what affects metabolite synthesis, and
what that metabolite regulatebitegrate transcriptomics, proteomics, and
metabolomics data for a complete systems biology approach to biomarker
discovery, molecular toxicology, and understanding drug mechanism of action.

A Effects on Functions in Functional Anal
phenotype associations to undargt how a molecule impacts that function, i.e.

whether it increases, decreases or affects a biological prddedsrstand

functional effects in the context of changes in transcript, protein or metabolite

levels.

A I mproved SaAmlyze wir datasetlin tHe ooatéxsof the reference
set (genes, chemicals, or gene & chemicals) most relevant to your experimental
design for meaningful statistical analysis.

Search & Explore Features

A Li st C &asily aompasedists:of genes or chemigasociated with
specific biological functions, pathways or data to identify participants common or
unique to each biological category.For example, search for genes involved in
Cancer, and those involved in Cell CycRun a list comparison to identifydbe
implicated in Cell Cycle but NOT Cancer.

A Grow Pathways/ Net wo r KThis féhture engbleSyoetec i f i ¢ G
search specifically for genes that are upstream or downstream of a particular

pathway, and are also perturbed in a particularséateor example, build

transcriptional networks focused on perturbed transcription factors and downstream

targets that are also perturbed in that dataset.

Content Features

A5 new pathways
0 Hepatic Cholestasis
0 Hepatic Fibrosis/Hepatic Stellate CelltAation
0 Acute Phase Response Signaling
0 Mitochondrial Dysfunction
0 LXR/RXR Activation
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ANew tissues/bodily fluid in biomarker tissue filter

0 10 new tissues (also available in Tissue Body Atlas Expression Overlay):
Small Intestine, Large Intestinetd®hach, Mammary Gland, Placenta,
Retina, Salivary Gland, Spleen, Thymus, Uterus

0 1 new biofluid: Sputum

AcChemical and Drug Content

o Drug target and disease target information for 75 new Phase 1 clinical
candidates

o New findings on withdrawn drugs

o Taxicology and chemical information on lethal dose, inhibitory
concentration, pharmacokinetic properties, and more from the Hazardous
Substances Databank, GVK Biosciences and Medicinal Chemistry Databank.

o New ADME section in Chem Views with findings debanig drug
absorption measurements (AUC), clearance, etc.

o New Cytochrome p450 (CYP) Section in Chem Views

AAdditional Disease and Cellular Phenotype Content
o Rheumatoid Arthritis
0 Macular Degeneration
0 Glucocorticoid receptor functions

0 Regulation bcytoskeleton
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