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Derivati aminohinolina pokazuju aktivnost protiv lajSmanija parazita
u in vivo uslovima

Jelena M. Konstantinovic¢, NataSa Terzi¢*, Milica Videnovi¢**, Katarina Bogojevic, Nicoletta
Basilico***, Luigi Gradoni****, Bogdan A. Solaja
Hemijski fakultet, Beograd,
*Institut za hemiju, tehnologiju i metalurgiju, Beograd,
**Inovacioni centar Hemijskog fakulteta, Beograd,
***Dipartimento di Scienze Biomediche, Chirurgiche e Odontoiatriche,

Universita degli Studi di Milano, Italy,
*xx*[stituto Superiore di Sanita , Rome

LajSmanija je tropska bolest izazvana parazitom iz roda Leishmania. Prenosi se ubodom zarazene
zenke insekta roda Phlebotomus. U nasoj laboratoriji sintetisani su razliciti derivati aminohinolina
kojima je prvobitno ispitana in vitro aktivnost na parazite u formi L. infantum 1 L. tropica
promastigota. Najaktivniji derivati su zatim testirani na formu L. infanfum amastigota 1 pokazali
inhibiciju do 82% pri koncentraciji 0,5 pM. U cilju ispitivanja mehanizma delovanja, 1zvrSeni su
testovi u kojima se ispituje uticaj ovih jedinjenja na proizvodnju azot-monoksida 1 citokina od strane
makrofaga. Dva derivata aminohinolina koja ne iskazuju toksi¢nost u modelu misa pri dozi 300
mg/kg, odabrana su za ispitivanje aktivnosti u in vivo uslovima. Pokazali su izvrsnu redukciju
parazitemije u jetri miSeva, kao 1 zavisnost aktivnosti od primenjene doze.

Aminoquinoline derivatives with activity against Leishmania parasites in vivo

Jelena M. Konstantinovi¢, Natasa Terzi¢*, Milica Videnovic¢**, Katarina Bogojevi¢, Nicoletta
Basilico***, Luigi Gradoni****, Bogdan A. Solaja
Faculty of Chemistry, Belgrade,
*Institute of Chemistry, Technology, and Metallurqgy, Beolgrade,
**Innovation Center of the Faculty of Chemistry, Belgrade,
*** Dipartimento di Scienze Biomediche, Chirurgiche e Odontoiatriche,
Universita degli Studi di Milano, Italy,
*xx*[stituto Superiore di Sanita, Rome

Leishmaniasis is a tropical disease caused by infection with Leishmania parasites. It is transmitted
to humans by the bite of infected female sandflies genus Phlebotomus. Diverse aminoquinoline
derivatives synthesized in our laboratory were investigated for their in vifro activity against L.
infantum and L. tropica promastigotes. The most active derivatives were evaluated for the activity
against L. infantum amastigotes and showed up to 82% inhibition at 0.5 pM concentration. In order
to explore the mechanism of action, we examined the influence of these compounds on nitric oxide
and cytokine production by macrophages. Two derivatives which proved to be non-toxic in mouse
model at 300 mg/kg dose were selected for evaluation in in vivo Leishmania model. They showed
excellent reduction of liver parasitemia in dose-dependent manner.
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