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Diversity-oriented synthesis (DOS) is a powerful concept for 
construction of structurally various scaffolds using available starting 
materials and common conditions. However, this approach was 
criticized for producing “molecules with obesity”. Therefore, DOS design 
of “small” 3D-shaped fragments meeting the rule of 3 or even stricter 
requirements is a challenge for MedChem relevant building blocks 
synthesis.

• Carbo- and heterocyclic 
ketones possessing 4, 5 and 
6-membered rings as well as 
acyclic acetone were 
introduced to the reaction.

• Petasis reaction was 
scaled up to 100 g per 
run.

• To allow further 
modification and usage 
in peptide synthesis the 
amino acids were turned 
to Boc-protected ones.

• Orthogonal TFA 
protection was used for 
synthesis of 4h and 7h 
already bearing 
Boc-protection.
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