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pounds A, B and C have been
identified as hits from our screening activi-
ties, but which of them should we pursue? Is the
igher potency of compound A as important a factor as the se-

ectivity of the less active compound B? Compound C appears more

druglike, but is this more or less important than potency? Compounds B
and C are similar, so should | spread my risk and pursue just one of them? Com-
wn toxic liability, but should | be scared of this so early in the
ife of the project? Ch | synthesis around d Bis easi but should | ex-
clude potentially better pounds just b their chemistry is more challenging? Com-

pound A includes a kno

A pyrazold1,5a]pyrimidines

p!

ress? Should
from our corporate collection? Should we
available compound Y? Why is compound
What can | do to compound Y to make it
combine the best characteristics of
cteristics of compound Y? Which of
hese compounds will compound Z
behave like? If compound Z is better
han compound X on issue 1 but worse
on issue 2 is this a better, worse or
equal compound? Are there lots more
pound ilable like pound X,
or can | design more compounds like it?
s compound X as good as | hope it is?
hat can | do to make compound X better?
Can | design a series of compounds that
retain the best of compound X but alter a dif-
ferent property? Can the problems with com-
pound X be addressed without modifying the
'structure? Is the data on which | am basing
hese decisions reliable? Should | re-
quest the retesting of this compound?
Should | request an additional analy-
sis of this compound? Do my models
nclude the most current data? Do
he patterns we have identified still
old true? Do our design strategies

critical issue, but at the expense of 1 or
we test the activity of compound X
purchase and test the externally
X more active than compound Y?
ore like compound X? Can |

icompound X with the best char-

A

A CDK2

ABCL2

reflect our current understand-
ing? Are we adequately consider-
ing old data as we evaluate new
results? Are we going to reach our
end criteria? Are our end criteria
still relevant? Do we need to
update our end criteria? Are com-
pounds with this profile a poten-
tial spin-off project?

Drug Discovery Today

*from H. van Vlijmen, Advances and Progress in Drug Design, London OpenPhacts 15-16 Feb 2016
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