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expected effect on biochemical assay:
free in H20 solution (pH 7.4)
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bound to lipophilic pockets in target

expected effect on off-target (e.g. hERG):
free in H,O solution (pH 7.4)
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bound to lipophilic pockets in off-target

expected effect on serum protein binding:

free in H,O solution (pH 7.4) (f )
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bound to lip. pockets in serum protein
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net expected effects of ALogD = +1:
10x increase in biochemical activity BUT:

No change in selectivity:

ALogKi-turget = +1
ALogKi-off-tc::rget = +1

ALog(selectivity) = 0

No change in protein-binding adjusted K
ALogK. =+1

i-target

ALog(f /f ) = +1
ALogK, . ..~ ALog(f /f )=0




