
Background of the project

STEP 1. Optimization of the protocol toward the key lactam 

STEP 2. Multigram preparation of orthogonally protected 
spirocyclic diazaspiroalkanes featuring azetidine moiety
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• long-chain precursor B to the target lactam required an additional activation to be cyclized

• subsequent chemoselective protection provided corresponding spirocyclic building blocks on a scale 
of over a dozen grams

• the availability of such BBs makes further controlled functionalization on either ring nitrogen possible, 
hence supporting current endeavors of medicinal chemists and bringing the described chemotype 
of spirocyclic piperazine mimics to the forefront of drug discovery as versatile scaffolds for the 
development of novel therapeutic agents

Aim: to elaborate reliable, 
concise & scalable protocol 
toward rare angular 
piperazine mimics

Robust multigram protocol to access diazaspiroalkanes
featuring azetidine moiety
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SATURATION + THREE-DIMENSIONALITY + CONFORMATIONAL RESTRICTION

• solubility
• complexity

• receptor/ligand 
complementarity

• reducing entropy penalty
• well-defined vectorization

SYNOPSIS OF EXISTING APPROACHES TO ANGULAR SPIROAZETIDINES


