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Statement of the Problem: deprotection in Fmoc solid phase peptide synthesis is a crucial step that influences the yield and 
purity of the product. One of the reagent commonly used is piperidine, a secondary amine that, in addition to being a toxic 

reagent and having a pungent odor, has a DEA-controlled substance status, therefore, it needs to be replaced. Our group explores 
the use of other reagents, as a replacement for piperidine, not only by their restriction but also looking for a greener chemistry in 
peptide synthesis. Methodology: four peptides with different sequences and characteristics were selected to be synthesized with 
two different methodologies, first by microwave-automated synthesis and second by tea-bag manual synthesis. Three deprotection 
reagents were used: Piperidine, piperazine, and 4-methyl piperidine. Findings: Although the three deprotection reagents showed 
similar performance in the microwave assisted synthesis, we found that 4-Methylpiperidine has better performance in the tea-bag 
simultaneous synthesis. Additionally, it has a lower toxicity than piperidine and it is not a controlled substance, which is why it 
is a good alternative as a removal reagent in the synthesis of peptides..
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