W

Quinazolinone Amination en route to Compound Library Preparation for the

UNIVERSITY of Study of Chagas Disease

WASHINGTON
TACOMA

Haleigh Rzonca, Dr. Kim Kelly, Huang Yen-Po, Daniel Tolas

Introduction RESULTS

METHODS AND MATERIALS
Stage 1: Making quinazolinone

Stage 2: Alkylation 0 0 0 0
Stage 3: Amination NJLO/ N o
N)\NH N)\NH

Chagas disease — Trypanosoma cruzi
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Currently 8 million people are affected by this disease. There
Is 2 treatments available, and they only treat acute patients.
Acute symptoms include fever and swelling around bitten
area. If left untreated the chronic symptoms include a
megacolon, megaesophagus, and cardiomyopathy. Figure 2

(below): Transmission of the disease from parasite to human.

Trypanosoma cruzi

ODPDx

Triatomine Bug Stages Mammalian Stages

o Triatomine bug takes a blood meal

(passes metacyclic trypomastigotes in feces,

Metacyclic trypomastigotes
f@; trypomastigotes enter bite wound or e Y P 9
g é_\ mucosal membranes, such as the conjunctiva)

penetrate various cells at bite
wound site. Inside cells they
transform into amastigotes.

Trypomastigotes
can infect other cells
and transform into
intracellular amastigotes
in new infection sites.
N - LY \l . 3 .: : '
0 Epimastigotes

in midgut ' ’.3 :

ﬁ then burst out of the cell
ﬂ%f:'::; and enter the bloodstream.
S
,l. L S ; .
r
I ’v @\ Infective stage 9
-
A% %

’ _
”/ié/y/é 3 5 Diagnostic stage

o Metacyclic trypomastigotes

in hindgut/
- ) o - N
ey .
Rt - R

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

o Triatomine bug takes
a blood meal
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Intracellular amastigotes
. transform into trypomastigotes,

Many mammalian species have been
recognized as T. cruzi reservoir hosts.
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For amination, reagents were placed in a Schlenk
bomb fitted flask, heated to 100 °C and stirred for
approximately 3-6 hours. Thin layer
chromatography were taken after an hour and
then every 30 minutes until completion. H-NMR
data indicated whether the desired product was
created based on H resonance. We experimented
with 3 different amines.

* Optimize amination process

* |Increase compound library

* More 1° vs. 2° amines

* Experiment with cyclic vs. acyclic amines

* Experiment with aromatic vs. aliphatic
amines
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