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Bioisosterism:

γ-secretase inhibitor
BMS-708, 1631

γ-secretase inhibitor
BCP-analogue

Flat phenyl ring is prone to 
metabolic oxidative reactions

3-dimensional + metabolically 
stable + aqueous soluble

Reduced bioactivity Increased bioactivity

Aromatic bioisosteric replacements:

Current BCBs2: Our objective
Aldehyde functionalized

 BCB

More reactive 
possibilities!

New BCBs synthesized: All newly synthesized BCBs are 
tested using the previous 

experimental protocols from the 
Leitch Lab

Testing the new BCBs:

Objective
Test BCB alkene in comparison to 

standard conjugated systems

Diels-alder proposal:

Palladium catalysis proposal6:

Objective
Developing catalytic approaches to access 
medicinally relevant heterobicyclic motifs

Human nicotinamide phosphoribosyl 
transferase (NAMPT) inhibitor8

Rhodium Catalytic Cycle7

Reductive 
Elimination

Ligand 
Association

Ligand 
Association

Oxidative 
Addition

Insertion

Objective
Synthesize diazo-
heterocyclic rings
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