Aim

Datasets

Analysis

Cutoffs

STEP 1

Association of L.
major genes to drugs

STEP 2

Prioritizing L. major
targets

STEP 3

Removing toxic
compounds

DrugBank and STITCH
databases of
targets/drugs

v

Sequence similarity of
L. major genes to known
targets

v

E-value cutoff 1e-3

Only FDA-approved
drugs

STITCH conf.> 0.4

al

Metabolic network
reconstruction of L.
major

TDR Targets
druggability score

Druggability score to L.
major genes in
reconstruction

Flux Balance Analysis
predicted abnormal
growth phenotype

Flux variability
Analysis of enzymes for
assessing robustness

Druggability >= 0.6

Lethal or growth-
reducing genes

FVA gene score=1

DrugBank;
ChemIDplus (NIH);
MSDS (Sigma)

v

Toxicity of FDA
approved drugs (LD50)

v

Remove metabolites,
illicit substances;

Tolerance and toxicity
rating > 3 (Hodge and
Sterner scale)

=]

'

Potential
antileishmanial drugs
associated with high-

priority targets




