Graphical Abstract:
[image: ]
image1.png
Iden

1. High-Throughput Screeni

2. In vitro Cellular Evaluation

DIVERset-EXP Cassette #5
10,000 compounds e ® Lead Parent Scaffolds
< D ° A "
Axenic Intracellular _h
Promastigote  Amastigote  THP-1Mg  Amastigote R3 =
V4
L J
210 compounds
(280% effectiveness)
R-group modifications l
Measure Potency (ICso) and
selectivity (SI = CCs0/ICs0) Optimized Analogs
100 ICs0=
.~ Antileishmanial
< activity
g CCio=
i Host.cell
3 cytotoxicity
& Si=
1,4-DAPP PTZ : Selectivty Potency Selectiviy
Structurally Diverse Singleton Test Compound (logiCl) Index (lower ICso) (higher Si)
Compounds
- J U J \C J

cation and Optimization of Novel Antileishmanial Scaffolds

3. Scaffold Optimizati

1,4-DAPP #9279817

-
"B
N
I N

o N,

Intracellular Amastigote ICs; = 3.50 uM
SI=14.29

ad Compound Identification

H PTZ #9234527

N_oO

2y

: ¢
: Intracellular Amastigote ICso = 3.12 uM
: SI'=16.03

p

( continued ant m:
drug development





