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Glioblastoma

Themostcommon generelatedbraintumor.

Arisesfrom neuroglialcells whichnourishandsupportnervecells

Sincethe diagnosif the diseasepatientssurvivelessthan 15 months
Despitesurgicalresection radiation and aggressiveehemotherapythe tumor returns,
growsrapidlyandgraduallyimpairsthe activity of additionalparts of the brain.
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Synthetic strategy |
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Schemel Reagentsand conditions (a) BocLys(BocOH, DCC/HOBT,DMRBh at -5 to 0°C and 48h at rt; (b) HCI/EtOAc,10h at rt;
(c) BocLys(BocOH,DCC/HOBT,DMBh at -5 to 0°Cand 120h at rt; (d) HCI/EtOAc48h at rt; (e) Imd (1-methyt1H-imidazole5-carboxylic
acid), DCC/HOBT,DM8h at -5 to 0°Cand 16&n at rt, Finalproductwassynthesisedy SchotterBaumanrreactionfor 44h at rt;




Schotten-Baumann reaction application
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Application of SchottenrBaumann reaction for surface
functionalization and for obtaining bolatype dimers
significantly reducesreaction time. However, it strongly
dependson sizeand stereochemistryof adendron
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Synthetic strategy |l
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Scheme2 Reagentsand conditions (a,c) BocOrn(Boc)OH, DCC/HOBT,DMRh in -5° C and 48h-96h at rt.;
(b)HCI/EtOAcl6h atrt.; (d) 1 M NaOH12h atrt.; (e) linker, DCC/HOBDMF,3hin ¢5°Ci90h atrt.;



Functionalization of the dendrimer
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Functionalized bola (49,94%) Patent application in preparation



Solid phase dendron synthesis
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SPDS vs Synthesis in Solution

SPDS Synthesis in solution

Aminoacid Lysine Ornithine
Resins: —
AWang resin Reaction time Shorter Usually longer
A2-chlorotrityl resin | continuoussynthesis Stepby-stepwith
ATenta Gel S PHB resin Intermediate products purification after resin purification of

clevage intermediateproducts
ALow loaded 0,25 mmol/g
: HATU, DIPE#x
Couplingreagents DICOxyma DIPEA DCCHOBt
Monitoring Kaiser test TLC




Spectroscopic characterization - UV




