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The identification and validation of hits resulting from screening campaigns are critical parts of the
development of small molecule drugs. Traditionally, hit-finding employed high throughput biochemical
assays to screen small molecule libraries with a very large number of chemical entities. Recently we
have seen a change in culture in early hit identification to include alternative screening paradigms
such as fragment screening, focussed screening and iterative screening. This has been coupled with
the improvement in speed and automation of a number of biophysical techniques that can directly
detect the interactions between small molecules and their target proteins. Of course, the application of
biophysical methods to demonstrate direct target engagement increases confidence in hits and drives
their progression to lead optimisation.
However, the change in screening culture has not stopped there, increasingly more detailed mechanistic
information is sought earlier in the drug discovery process and understanding the kinetics and mode of
action, as well as the traditional thermodynamic parameters, in both a biochemical and a biophysical
setting is viewed as important in identifying the most promising hits leading to differentiated lead series.
This session will provide an overview and update of the developing methods that can be employed to
gain this more detailed insight which ultimately allows identification of the best hits.
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