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INTRODUCTION

» The quinazolinone scaffold is a privileged structure, which can
have potentially bioactive properties such as antibacterial or
antifungal activity.

» To explore the therapeutic potential of quinazolinone-containing
compounds, our objective was to optimize the synthesis of a
diverse array of quinazolinone derivatives to be contributed for
further study.

» Our team focused on the diversification of the A3 position on our
starting material quinazolinone, starting with alkylation using a

bromoalkene followed by a primary amine to access N3 -
alkylamino quinazolinones
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METHODS & RESULTS

Step 1: N3-alkylation of 4-hydroxyquinazoline
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« Synthesized a N3-bromoalkyl quinazolinone intermediate through
nucleophilic substitution of 1,3-dibromopropane

 Starting material quinazolinone was deprotonated with sodium hydride in
solution of dimethylformamide and stirred in a reflux setup with 1,3-
dibromopropane at 80°C under nitrogen atmosphere for 90mins

» Product purified by column chromatography
 60% yield
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"H-NMR (CDCl; 400 MHz) for the 3N-bromoalkane guinazolinone
Intermediate used as starting material for our final progucts.

Step 2: Amination of N3-alkylated quinazolinone
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e Synthesized a 3N-alkylamino quinazolinone as a final product

* H,NR reagent was deprotonated by potassium carbonate in solution

of acetonitrile with intermediate 3N-bromoalkane quinazolinone in a
reflux setup under nitrogen atmosphere at 90°C for 90mins

» Acetonitrile was evaporated from the reaction mixture and the final

product was purified by column chromatography

» Both crude and purified product samples were collected for structure

determination using 'H-NMR

Amination Product #1: Aniline Substitution

sonle

« 12% yield
» Reaction did not reach completion

» TLC results revealed that the crude product mixture had much
leftover starting material and aniline

* The product of aniline substitution may have been produced at a
higher yield with increased reaction time.
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"H-NMR (CDCl;, 400 MHZ) for our expected product following
aniline substitution.

Amination Product #2: 4-Methoxyphenethylamine
Substitution

A

* Percent yield not available, intended product not formed

« Reaction did not reach completion, left mostly unreacted starting
material

* H-NMR results not available due to no purified sample matching
expected product values

 |tis possible that the electron-rich structure of 4-
methoxyphethylamine may have prevented this reaction from
occurring.

Amination Product #3: Isopropylamine Substitution

sonUl

« Percent yield not determined (purified product not isolated)

» Reaction did not proceed to completion- TLC showed two
products formed

« Based on analysis of crude '"H-NMR, the major structure was the
desired substitution product

* Compound purified and isolated from column was an elimination
side product- different purification method is necessary
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"H-NMR (CDCl;, 400 MHZ) spectrum of crude product following
substitution using isopropyl amine.
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"H-NMR (CDCl;, 400 MHz)for the isolated elimination side product
isolated from reaction with isopropylamine

CONCLUSIONS

* |dentified conditions for reliably synthesizing A3-bromoalkyl
quinazolinones.

» Furtherinvestigation required for optimization of alkylamino
qguinazolinone synthesis

 Steric and electronic properties impact the outcome of
substitution reactions of 4-quinazolinones
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