
MMPUANDUTRANSFORMATIONSUU
A

[ioactiveAmoleculesAwereAcollectedAandA theirAmolecularAweightA
IMWk-A numberA ofA rotatableA bondsA IrotNk-A topologicalA polarA
surfaceA areaA ITPS*k-A andA lipophilicityA IlogPkA wereA calculatedJA
TheseA valuesA wereA classifiedA asA unfavorable-A intermediate-A orA
favorableJ
A

SizeA restrictedA MMPsA wereA obtainedA forA eachA dataA setA andA
groupedA intoA chemicalA transformationsJA TheA effectA ofA theA
transformationsAwereAcalculatedAfromAtheAMMPsJAMoleculesAwithA
unfavorableAvaluesAwereAmodifiedAinAaAstepwiseAmannerAutilizingA
theseAtransformationsJ
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INTRODUCTION
A

MatchedAmolecularApairsAIMMPskAhaveAbeenAusedApreviouslyAasAaAsourceAofAchemicalAtransformationsAtoAstudyAtheirAeffectAonA
molecularA propertiesA suchA asA activity4-8JA ]ompoundA optimizationA towardsA definedA activityA profilesA hasA beenA successfullyA
accomplishedA usingA prespecifiedA chemicalA transformations5JA InA thisA work-A MMPsA retrievedA fromA bioactiveA compoundsA wereA
usedAtoAevaluateAtheAeffectAofAchemicalAtransformationsJATheseAtransformationsAwereAthenAutilizedAtoAoptimizeAcompoundsAandA
improveA*RM>jrelevantApropertiesJ

4kAWassermannA*M-A[ajorathAJJAJUChemUInfUModelA8:4:-A5WHA4867j48VLJ
8kAWassermannA*M-A[ajorathAJJAFutureUMedUChemA8:44-A3HA68Vj65LJ
5kA[esnardAJAetUalJANatureA8:48-A492HA84Vj88:J
ImagesAonAthisAposterAwereAadaptedAfromAdeAlaAVegaAdeALeónA*-A[ajorathAJJAJUChemUInfUModelA8:45-A53HA48L5j48ó4J
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RESULTSUANDUDISCUSSION
A

FrequentAtransformations-AfoundAinA4:AorAmoreAMMPs-AwereAselectedAforAtheA
optimizationA procedureJA ]ompoundsA havingA unfavorableA descriptorA valuesA
wereA transformedJA >xactA matchesA I>MkA orA nearestA neighborsA INNkA ofA
optimizedAcompoundsAwereAretrievedAfromAtheAdatabaseAtoAassessApotencyA
changesAduringAoptimizationJ
AA

InA total-A halfA ofA theA testedA compoundsA reachedA favorableA chemicalA spaceJA
ForA manyA ofA theseA virtualA compounds-A identicalA orA closeA matchesA wereA
foundAinA]h>M[LJ
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Datapset A2AR CB2 D2R MOR

Optimizationpcandidatepcompounds 5L 5V 8ó VL

Didpnotpreachpfavorablepspace 4ó : 8ó 56

Reachedpfavorablep
space

No NN 7 44 : 4ó

NN 7 86 : 6

Active NN 5 : : 4

Id logP rotN TPSA MW Transformation Databasepid pKi

4 5J44 4L 488J4: V57J5: [>M]A6ó566: OJ4V

8 5J:: 45 448J7ó 6O6J87 [R4]]O]qq[R4] [>M]A67:óVL 7JL:

5 8J7O 48 448J7ó 67:J8L [R4]]][R8]qq[R4]][R8] [NN]A6ó565O 7J78

6 8Jó7 44 446J6V 6LLJ88 [R4]]qq[R4] [NN]A67:ó6O 7J:8

V 8Jó: 4: 446JV: 6V8J8: [R4]]O[R8]qq[R4]O[R8] [NN]A86V767 4:J::

L 8JL: ó 4:VJ8: 6:7J8: [R4]]O]qq[R4] [NN]A86::5: 7J7O


