Complexationproperties of glycodendrimers
towards nucleotides
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Nucleoside analogues mechanism of action

disruption of metabolism of deoxyribonucleotides
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Metabolism and mechanisms of action of nucleoside analeg

NA: nucleoside ana\[mgz; P: phosphate group; hENT/hCNT: human equilibrative/concentrative nucleoside transporter;
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Purpose of work and research hypothesis

Goal characterization of complexes of adenosine
nucleotideswith sugarmodified poly(propyleneiming
(PPl)dendrimersof the 4" generationand evaluation
of the possibility their application as carriers of
anticancemucleosideanalogues

Researchhypothesis PPIdendrimers can effectively
interact with therapeutic nucleotides and transport
active, triphosphate forms of drugs directly into the
cells, thus increasingtheir effectivenessand enabling
the overcomingof resistancemechanisms
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Complex formationg ITC and zeta potential measurements
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PPiMal OS G4 dendrimer as nanocarrier for AFATP
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Cytotoxic dfect of AraFA, AraFATP, and AREATP complexed with PRIlal OS
G4 dendrimer on U937 cells (resazurin assasgrager S.E.M., n =%
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Cytotoxic dfect of AraFA, AraFATP, and AR-EATP complexed with PRlal OS G4
dendrimer inthe presence of hENT1 inhibitgNBMPR on U937 cells (resazurin
assay,averagep S.EM., n=p6
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Chemical structure of fludarabin&iphosphate (AraFATP)
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Fludarabine vs. clofarabine
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Cytotoxic effect o CAFdACAFdATRNd their complexes with PPl G4 and RWdl OS G4 dendrimers on U937 céhlissazurin assayaveragep S.E.M., n =33
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CAFdA 31.05,2.66
CAFdA+PPVial OS G4 32.8152.50
CAFdA+PR34 30.6%1.67
CAFdATP 54.4%1.48

CAFdATP+PMal OS G4 78.701.39
CAFdATP+PBM4 107.404.74




Fludarabine vs. clofarabine
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(1:1 ratio, upper panel) an@lectrostatic mays for nucleotidedendrimer
Scheme of the nucleotiddendrimer interaction mode with focus on nucleotide orientation complexes (10:1 ratiolower panel)

and nucleotide distance from the dendrimer core



