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mickych vied, Moyzesova 11, 040 01 Kosice
ladislav.drajna@gmail.com

Vo vyvoji novych antitumorovych a antivirdlnych lie¢iv
nemalu rolu hraji glykokonjugaty, kde glykozidicka zlozka je
naviazana na aglykon so zaujimavymi biologickymi vlastnos-
tami. Vzhl'adom na na$ zaujem o derivaty akridinu, pripravili
sme nové glykokonjugaty so sacharidovou ¢ast'ou pripojenou
na akridinovy skelet cez linker alebo cez tiazolidinovy skelet.
Za sacharidové prekurzory sme zvolili glykozylizotio-
kyanaty', ktoré sa ziskali konverziou peracetylovanych sacha-
ridov s trimetylsilylizotiokyanatom za pritomnosti SnCly.
Prislusné tiosemikarbazidy 1 sa syntetizovali reakciou tetra-
O-acetyl-B-glykozyl izotiokyanatov s 9-hydrazinylakridinom
a tiomoCoviny 2 obdobne reakciou s 9-aminometyl-
akridinom®. Tiosemikarbazidy 1 a tiomogoviny 2 sa pouZitim
mezitylnitriloxidu kvantitativne previedli na prislu$né semi-
karbazidy a mocoviny. Adi¢né a adi¢no-cyklizacné reakcie
tiosemikarbazidov 1 s metyljodidom poskytli glykozyl-
izotiosemikarbazidy’ 3 a s metylbromacetitom prisluiné
17,3’-tiazolidin-4"-6ny 4. Pripravené zlucCeniny sa testovali na
antitumorovu U¢innost’ na Siestich rakovinovych bunkovych
liniach na Katedre farmakolégie LF UPJS Kosice.
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NEW EXPEDIENT SYNTHESIS
OF (S)-PROPARGYLGLYCINE, A POTENT
ANTIBIOTIC COMPOUND
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(s)-Propargylglycine (I) isolated from Streptomycete', is
a non-proteinogenic amino acid with known antibacterial
activity”. A new effective synthesis of the target compound I
has been developed, with the key step being elimination of
H,O from CH,CH=O functionality to produce a terminal
acetylene group. (t-Butylimino-tris(1-pyrrolidinyl)-phospho-
rane (2, figure 1), a t-Bu-Pl-base used in the key step of the
synthesis of I was prepared by a new straightforward method
obviating the formation of salt.

To achieve maximum enantiopurity, a synthetic route
starting from dimethyl ester hydrochloride of the natural (s)-
glutamic acid was proposed. After double Boc-protection of
the amino group, a highly selective reduction of the side-chain
methyl ester group to aldehyde was achieved. Resulting
monoaldehyde was converted to terminal alkyne using CF;
(CF,);SO,F in combination with the t-BuPl1-base, via the
intermediacy of a nonaflate®. After deprotection of the amino
group, a dipeptide from protected valine and methyl-(s)-
propargylglycine was prepared to prove enantiopurity of the
product.

The t-Bu-P1 base was prepared from pyrrolidine, PCl;
and tert-butyl azide in two steps using the Staudinger reac-
tion®. A triazene intermediate formed was isolated and its
structure was determined by X-ray crystallography. The base
was prepared by its thermolysis in neutral form and high pu-
rity. Tert-butyl azide is an easily prepared reagent and is safe

to use.
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Figure 1. Structures of product 7 and auxiliary product 2
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SYNTETICKY FIBRONEKTIN MIMETICKY LIGAND
PRO INTEGRINY ZPROSTﬁEDKOVANOU ADHEZI
BUNEK NA BIOMATERIALY

VLADIMIR PROKS a FRANTISEK RYPACEK

Ustav makromolekuldrni chemie AV CR, v. v. i. Heyrovského
nam. 2, Praha 6, 162 06
proks@imc.cas.cz

Vytvofeni vhodné povrchové modifikace biomaterialu
pro bunéénou adhezi je jednim z klicovych momentl nejen
pii piipravé biodegradovatelnych materialti pro tkanové na-
hrady, ale i pro studie bunéénych kultur in vitro. Syntetické
materidly umoziuji efektivni bunécnou adhezi prostiednic-
tvim a5B1 integrinovych receptor bun¢k pouze v ptipade,
kdy =z fibronektinu odvozené peptidové sekvence RGDS
a PHSRN jsou umistény v patii¢né vzdalenosti viici sobg'
a zaroven adhezivni motivy musi byt seskupeny v doménach
umoziiujicich integrinové klastrovani®. V predklidaném pri-
spévku je diskutovéna piiprava umelého dendritického ligan-
du mimikujiciho 9. a 10. globuli typu IIT domény fibronektinu
zalozeném na lyzinovém jadfe a hydrofilnich polyamidickych
spojkach mezi jadrem a RGDS, PHSRN peptidovymi motivy
(schéma 1).
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Schéma 1. Dendriticky fibronektin mimeticky ligand

Nasledna imobilizace dendritického ligandu na povrch
biomaterialu ma pak umoziit selektivni bunéénou adhezi
pomoci a5B1 integrinového receptoru.
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2- A 6-HALOGEN-7,8-DIHYDROPURINU .
V PALLADIEM KATALYZOVANYCH REAKCICH
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Redukce 9-benzyl-2-halogenpurinu a 6-chlor-9-iso-
propyl-2-jodpurinu pomoci diisobutylaluminiumhydridu po-
skytuje odpovidajici 7,8-dihydropuriny. Jejich naslednou
benzylaci v poloze 7 byly ziskany 7,9-dibenzyl-2-halogen-
-7,8-dihydro purin a 7-benzyl-6-chlor-9-isopropyl-2-jod-7,8-
-dihydropurin. Takto pfipravené 7,8-dihydropuriny I, II byly
vyuzity jako vychozi latky pro studium reaktivity v poloze 2
respektive 6 v nékterych palladiem katalyzovanych reakcich
napt. Heckova reakce, Suzukiho nebo Sonogashiriv coupling.
Byl sledovan vliv pouzitého palladiového katalyzatoru, ligan-
du, kokatalyzatoru, rozpoustédla a reakéni teploty.
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