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Combination of N6-methyltubercidin and miltefosine is curative in a Leishmania amazonensis mouse model
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Explore the antileishmanial activity of N6-methyltubercidin (CL5564) against L. amazonensis, compared to the reference drug miltefosine (ML)
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Vehicle CL5564 (10 mg/kg) 

+ ML (40 mg/kg) 

ML  

40 mg/kg  

Quantitative PCR

IC50 (µM) IC90 (µM) Toxicity 

Ex vivo Intracellular Intracellular CC50 (µM) SI

Miltefosine 1.54 ± 0.86 3.20 ± 0.66 10.49 ± 3.87 138.87 ± 15.70 43

CL5564 0.41 ± 0.41a 0.56 ± 0b 1.01 ± 0c 155.40 ± 75.39d 278

ap = 0.03, bp = 0.0002, cp = 0.003, dp = 0.002 

Peritoneal macrophage isolation  

BALB/c mice

Cytotoxicity Intracellular amastigotes Ex vivo amastigotes

Paw lesion amastigote isolation

AlamarBlue assay AlamarBlue assay 

On intracellular 

amastigotes in macropages

Light microsopy quantification 

CL5564 is 6.5-fold more potent than ML  

ML and CL5564 demonstrated an

additive effect on ex vivo amastigotes

CL5564

10 mg/kg  

Inoculation 5x105 amastigotes

BALB/c mice

Paw lesion follow up 

until collection 50 dpi 

Imprint analysis

On ex vivo amastigotes 

(in combination with ML)

On infected mice via intralesional 

treatment (in combination with ML)

Vehicle 

No parasites in the cultures of the ML, CL5564 and combo treated mice 

CL5564 alone reduced paw lesion sizes 97-100%, but in 

combination with ML, it resulted in almost complete lesion 

reduction reaching >97%  

Miltefosine 

40 mg/kg 

CL5564 

10 mg/kg

Combo CL5564 

+ Miltefosine

10 µm 

Swiss mice

CL5564 strongly reduced the parasite load, even more so 

in combination with ML, the combo ultimately lead to a 

sterile cure in 2/3 of mice

The nucleoside analogue N6-methyltubercidin (CL5564) is an appropriate alternative antileishmanial drug treatment 
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Want to join us on this journey?
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