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lhasa Introduction To Lhasa Limited

© Established in 1983

® Not-for-profit organisation that promotes knowledge
and data sharing in the life sciences

® Controlled by our members

e Approximately 170 worldwide
- Pharmaceutical companies
- Chemical and agrochemical companies
- Cosmetics companies
- Universities
- Contract research organisations
- Government and regulatory bodies
- Consultants
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‘ lhasa Vitic Nexus

©® Structure-searchable database offering rapid
access to toxicological information

© Contains data on 11,821 substances
© Contains 326,513 data records
©® Covers 15 different endpoints

® Contains public, proprietary and regulatory
data sources
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lhasa Vitic Data Sharing groups

® Sharing of in-house data between member
organisations

® Intermediates
e Sharing data on the genotoxicity of intermediates
© E-Tox

e Part of the IMI European project for sharing toxicity
data from legacy pre-clinical studies

® EXxcipients

e Sharing data on the toxicity of vehicles used In
single and repeat dose toxicity studies
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lhasa Excipients — An Introduction

® An excipient is any component of a finished drug
product other than the active ingredient/s

® Excipients are generally considered to be inactive but
they may be associated with toxic effects
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lhasa Excipients Data Sharing Project -
Introduction

® OQOriginated from the Dog Project:

e Ten pharmaceutical companies plus charities (RSPCA and FRAME)
with a shared aim to reduce the amount of animal testing

© A wealth of vehicle toxicity data is held in archives

® Incorporating this into a database would mean less
repetition of experiments within companies

® Sharing the data could reduce the number of vehicle
control studies carried out by other organisations

©® Lhasa Limited approached:

e 1o host the database
e to facilitate data sharing
e to carry out data entry work
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lhasa Development Of Excipients
Database

Compilation of user requirements
|
Development of pilot database
|
Test phase
|
Refinement of user requirements
|
Production of full scale database
|
Population with proprietary and literature data [«—
|
Release of database to members —
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lhasa Example Questions

©® Has a specific vehicle or component been tested in a
specific species by a specific route?

® What Is the maximum volume and the maximum
concentration at which a component has been
tolerated?

© Which vehicles have been well tolerated in a certain
species? Which were not tolerated?

© Are there studies for combined administration of two
specific components?
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h Q0 Data priority guidelines

Members donate 50-60 records in the first year with donation
In years 2 and 3 being on a quality not quantity basis. Priority
IS given to vehicles which fit one or more of these guidelines:

®Studies run solely to assess vehicle toxicity
eUnusual/infrequently used vehicles

®Used in long term toxicity studies

®Used In repro/developmental studies

®Any studies with positive findings for vehicle

®Studies that show differences in tolerance with different species or
volumes or routes

®Combination vehicles generally more useful that single
components
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lhasa Fields

©® Single and repeat dose data fields include:

e Dose volume and dose units

e Route of administration, frequency and duration of treatment
e Species, strain, sex and number of animals used

e Tolerability

© Toxicity inline table data includes:

e Clinical signs

e Clinical chemistry
e Haematology

e Gross pathology
e Histopathology
e Organ weights
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‘ lhasa Database content

2.5 years into Initial phase

® 1050 studies donated

® 136 literature records entered

® 454 different vehicle compositions
® 8 different species

© 9 different routes of administration
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‘ lhasa Feedback and future plans

©® 2" release was in June 2010

© After the next release in March 2011 most
members will enter the maintenance phase of the
project

© Members have found the database useful in
deciding which vehicles to use and in negating
the need for additional vehicle control groups

© We are actively promoting the database to attract
new members

© Continuation will be decided by current members
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lhasa Summary

® Consortium of pharmaceutical companies
sharing data on vehicles used mainly in single
and repeat dose toxicity studies

® Useful in deciding which vehicles to use and in

negating the need for additional vehicle control
groups

® Reduces the number of animal experiments
carried out in organisations
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‘Lhcno

Thank you for your attention
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