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Life cycle of Trypanosoma Cruzi

Human Stages

Triatomine Bug Stages
Triatomine bug takes a blood meal
(passes Mmelacyche IrypOMEstigotes in feoes, e. Metacyclic trypomastigotes
trypomastigotes enter Bite wound or penetrate various cells at bite
wound site. Inside cells they
transfarm into amastigotes,

mucosal membranes, such as the conunctiva)

Metacyclic trypomastigotes

in h:ndgy
Multiply in midgut %\

Triatomine bug takes
a blood meal

e Amastigotes multiply
by binary fission in cells
of infected tissues.

Trypomastigotes
can infect other cells

and transform into
intracellular amastigotes

i new infection sites.
Clinical manifestations can
result from this infective cycle.

Day 4-7 Day 3

o Epimastigoles ltrypomastigotes ingested)
in midgut
E *j ’ @A
’3; Intracellular amastigotes
o transform into trypomastigotes,

= o then burst out of the cell
A_ Infective Stage and enter the bloodstream

A\ = Diagnostic Stage

hittp:ifwww.dpd cdc.govidpdx
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Sourcing hits : Natural Products
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Canthinone (-)-Hinokinin
IC,, 17.5uM IC,, 24uM (rac)
Not active in vivo at 100mpk
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OH _ OH
o
Catechin family OH
IC,, 17uM (rac) OH
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Sourcing hits

WEHI-100156
IC, 0.29uM (rac)

BS212
IC,, 0.03uM (rac .HCI)

Not tolerated in mice at 100mpk
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Sourcing hits : Agrochemicals
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Posaconazole
IC,,0.0007uM
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Fenarimol Pyrifenox
IC,, 0.35uM (rac) IC,,0.29uM

Cl
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Fenarimol SAR

Cl !

Cl
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IC,, 0.29uM IC,, 0.002uM

—
IC,, 0.002uM
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Evolution of a series
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IC,, 0.030pM IC,, 0.002uM IC,, 0.035uM IC,, 0.05811M
BS207
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Plasma concentrations of EPL-BS0207 following IV and oral
administration to male Sprague Dawley rats.

100

EPL-BS0207

—o— 1_4209 (IV - 4.3 mg/kg)
—e— J_4209 (IV - 4.2 mg/kg)
—O— K_4209 (PO - 15.3 mg/kg)
—O— L_4209 (PO - 15.0 mg/kg)

0.1

Plasma Concentration (uM)

LLQ = 0.003 uM
0.001 + T T T T T T T T T T
0 4 8 12 16 20 24 28
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Activity of BS207 in mouse model of T. cruzi infection

EPL-BS207
4.0x10°+

3.0%10°4

2.0x10°+

B2 BS207
1 Vehicle (HPMC-SV)
I Benznidazole

1.0x10°+

Trypomastigotes/ml blood

0-

12 14

Days p.i.

Mice inoculated with 25,000 T.cruzi Tulahuen

BS207 made up to 15mg/m| with HPMC-SV

Suspension was sonicated, vortexed and kept on ice when made and before each dose
100mpk (200uL) administered PO once daily for 5 days

Insert: individual mouse parasitemia levels in BS207 treated group
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Summary

e Several compound series with activity against T.
cruzi were evaluated as hits

* A new lead series has been developed from the
herbicide Fenarimol
* Potent
* Selective
* No cytotoxicity
e Easy to synthesise

e Lead compound BS207 has good oral bioavailability
and is active in a mouse model of T. cruzi infection
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