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α1 0.83nM

α2 0.85nM

α3 0.77nM

α5 1 .4nM
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WHAT MAKES A GOOD BIO-ISOSTERIC FRAGMENT?

GEOMETRY

TYPE OF ATTACHMENT

ELECTROSTATICS

&

SHAPE

Angle

Distance

Too long Wrong angle

Aromatic C,

trigonal N allowed

Aromatic C only

allowed

Good distance

Good angle

PROBLEM
Electrostatics of fragment can affect

electrostatics of whole molecule e.g.

electron withdrawing, donating etc..

SOLUTION
Join fragments to retained portions to

create new molecule before scoring

electrostatics.

SYNTHESISABILITY PROBLEM
Can the molecules suggested to be

made?

SOLUTION
Provide fragments from real compounds,

filter based on chemical stability, size and

frequency of occurrence

CLASH,

Donor/acceptor,

+ve/-ve

MATCH,

acceptor/acceptor,

-ve,-ve

Disallowed

atom types

Allowed atom

types

DATABASE OF 200,000 FRAGMENTS

FROM COMMERCIAL COMPOUNDS

SEARCH

SCORE

2D SIM 0.5532D SIM 0.568 2D SIM 0.51 6 2D SIM 0.4682D SIM 0.535 2D SIM 0.4272D SIM 0.4472D SIM 0.469 2D SIM 0.3682D SIM 0.388

RESULT #1RESULT #6 RESULT #2 RESULT #25RESULT #23 RESULT #31RESULT #30RESULT #20 RESULT #46RESULT #53

KNOWN ACTIVES
CLOSE ANALOGUES OF

KNOWN ACTIVES

REASONABLE SIMILARITY TO

KNOWN ACTIVES

THOUGHT PROVOKING

SUGGESTIONS


