Expert Workshop on Knowledge
Markets in Life Sciences

The Future of Knowledge Markets:
Opportunities and Challenges

The Future of Sharing Access to
Chemical Libraries

Paul Wyatt, Director of Drug Discovery,
Drug Discovery Unit, University of Dundee, UK



Screening Collections

e Form basis of many hit discovery
programmes

e Quality of collection vital

I Quality hits expedite discovery of
candidates/drugs

I Poor quality hits waste time and money

I Poor quality hits likely to lead to more
clinical failures

o Principle of rubbish in rubbish out




Cost of Fallure

@ Discovery can account for >50% of all
R&D costs!

A Adjusted for opportunity costs and time-to-market,

iFrnUpdating the cost oifkettker, new
Office of Health Economics, London, 1999

I DiMasi et al, Tufts.

e Most targets are abandoned as project
moved from screen to hit to candidate



Screening Collections

e Simple stupid - just buy, make, borrow and
steal (maybe not) all the compounds
possible.

@ Not so easy If you consider oral drug space
I according to current concepts



How big a collection do | need?

e How many compounds are structurally possible
Il n Nchemical spaceo?
i 108, 109, 1012, 1020, 1040, 1060, 10100
@ Situation is not as bad as the figures suggest

@ Not all of chemical space display properties that:
I Allow binding to biological targets

I Are likely to be orally bio-available

I Are consistent with good pharmacokinetics
I Wil not give rise to toxicity



Dlstrlbutlon of oral drug properties

No. Oral Drugs
per cell
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