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DRUG RE-PROFILING USING THOMSON REUTERS INTEGRITY

Does your company have technology that could support repurposing of known drugs, including those that didn’t make it to the market because
they weren't efficacious enough?

Find out how Thomson Reuters Integrity®™ can help your drug re-profiling research by pinpointing potential products of interest. Benefit from
intuitive filtering tools within Integrity to narrow down your research results and identify products that may be suitable for re-profiling.

You can also use Integrity to gather All Related Information associated with your potential product in different Knowledge Areas to try to
understand why development hasn’t advanced and what recent activity there has been around the drug.

This step-by-step guide will show you how to:

e Search for drugs with low solubility

» Filter by Statistics to narrow down your results
* Create a data trends view of your results

* Find compounds of potential interest for your technology

EXAMPLE SCENARIO: DRUG RE-PROFILING USING THOMSON REUTERS INTEGRITY

A company has a new platform technology to improve solubility of orally administered compounds. Their biochemists would like to search
Integrity for known drugs developed for HIV infection that did not make it to the market because of inefficacy due to low solubility.

1. SEARCH FOR DRUGS WITH PHARMACOKINETIC VALUES
INDICATING POTENTIAL SOLUBILITY ISSUES

Integrity: Pharmacokinetics/Metabolism

Knowledge Areas QuickSearch

* To search for compounds with specific pharmacokinetic values
for a certain parameter you should start with a search in the
Pharmacokinetics/Metabolism Knowledge Area. In the
advanced search form you can select Administered Product and
then the Administration Route field; in this case we are interested
in the solubility of orally administered compounds. (FIGURE 1)
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* Using the new search field called Value, in the Measured
Product submenu, you can search for low PK values for a
particular parameter. For a surrogate measure of solubility select
bioavailability (F), which is often limited by low solubility, and add FIGURE
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Now use the Filter by Statistics function to the right of the results
list to narrow down your results. For example, click to select the
Model. From the chart use the checkboxes to select all human
models and then click View Subset(s) to display these. (FIGURE 5)

To view bioavailability data trends you can select the Calculate
Mean/Median Values option from the Options pull-down menu.
(FIGURE 6)

In this example, click the radio button next to Mean to calculate
mean values.

Mean values are displayed for each administered product in the
original results list. (FIGURE 7)

Close the Mean values pop-up to return to the pharmacokinetics
results list.
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FIND COMPOUNDS OF POTENTIAL INTEREST
FOR YOUR RESEARCH

To review further information from other Knowledge Areas that is
associated with these results, you can open the Options pull-
down menu and click All Related Information via Quick Search.
The display will then allow you to view the information related to
your PK data in the other areas. (FIGURE 8)

To review the drug records to pinpoint potential products suitable
for reprofiling, click the Drugs & Biologics link.

To see the full product records open the Options pull-down menu
and select Full Records.

Once you have identified an interesting product, you can get
background information before contacting the company to offer your
technology. For example, look at the Experimental Pharmacology
data to see the activity levels and at the Literature references to try
to understand why development hasn’t advanced and what recent
activity there has been around the drug. (FIGURE 9)

Tip:

To find references where a specific term, for example solubility,
is mentioned in a reference associated with a product or

series of products, use the Title/Text search in the Literature
Knowledge Area combined with product criteria in the Product
section, for example, Title/Text = *solub* AND Drug Name =
didanosine.

Click here to view other guides in the Integrity Quick Guide series.

If you have any questions about using Integrity,

please contact us at: integritysupport@thomsonreuters.com
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Chemical structure.
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Molecular Mechanism Cellular Mechanism
Viral Maturation Inhibitors.
Product Category ‘Therapeutic Group. Prescription! Indication Type

Anti-HIV Agents
Organization

Biotech Research Laboratories (Originator)

Monoaram Biosciences

yrexis

Eanacos (Originator)

Loivessi Norh Carolina, Chapel Hil (Oignzior

Product Summary | SEFRT

Sevirimat s a viral maturation inhibitor which had been in phase I clinical trials at Panacos for the oral, once-daily treatment of
HLV infection; however, no recent development has been reported for this research. The drug candidate works by blocking the
cleavage of the caspid-SP1 Gag intermeiate. I was originally developed under 3 cllsboration betieen the University of North
Carolina at Chape! Hill and Biotech Research Laboratories. The compound was subsequently licensed to Panacos. In February
2002, Monogram Siesciences (formerly ViroLogic) ssned an agreement to grant Panacos access to Honogram's broprietary assays
for e evaluation of bevinmat aganst HIV nfection. In 2005, the compound was acauired by Hyriad Pharmaceuticals (renamed
Wvresis i 2010) ram Panaces 1 he U.S. for he oralreatosent of W irechon:

Development Status Summary.
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