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ABSTRACT

In this research, 2-aminoethyl glycine-linked oligomer containing C-10 non-
acetal deoxoartemisinin having two, three and four repeating units and the
corresponding cyclic oligomer were synthesized by using the sequential
deprotection—coupling approach in solution phase. The synthesized oligomer were
characterized by spectroscopic techniques. The biological activities of these new
series of C-10 non-acetal oligomers and cyclic-deoxoartemisinin oligomers were
evaluated. In addition, the chemical modification of these new series by adding one
lysine unit to the N-terminal end has been studied to investigate its effect to their
biological activities. The oligo peptide with one lysine attached to the N-terminal
were prepared by coupling of NH,-aeg-deoxoartemisinin-tBu oligomers with Fmoc-
lys(Boc)-OH. It was revealed that the Fmoc-aeg-deoxoartemisinin-tBu monomer and
Fmoc-lys-aeg-deoxoartemisinin-tBu monomer, including the Fmoc-aeg-deoxo

artemisinin-tBu dimer and Fmoc-lys-aeg-deoxoartemisinin-tBu dimer, exhibited



Vi

moderate to excellent cytotoxic activity against the HT-29, Caco-2 and A549 cancer
cell lines. The addition of lysine to the peptide backbone significantly enhanced the
potency of the compounds. Fmoc-lys-aeg-deoxoartemisinin-tBu dimer showed the
highest activity against HT-29 cancer cell line with ICso of 0.18 pM. Furthermore,
this active compound showed very low cytoxicity to normal cells while other
derivatives possessed high cytoxicity toward normal cell. Additionally, Fmoc-aeg-
deoxoartemisinin-tBu monomer, as well as Fmoc-aeg-deoxoartemisinin-tBu dimer
showed mild to good antimalarial activity. These findings clearly, indicated that some
of these compounds might serve as potential candidates for anticancer and

antimalarial agents, particularly, the amino dimer lysine analogue.
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