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    ABSTRACT
Multidrug resistant bacteria have emerged as a threat to public health all over the world. At the same time, the discovery of new bioactive small molecules with antimicrobial activity and suitable pharmacological properties has waned. Herein we report the screening of marine extracts to identify novel compounds with antimicrobial activity. Bioassay guided fractionation has enabled the discovery and identification of a family of simple amines with promising activity against methicillin resistant Staphylococcus aureus (MRSA). To confirm the natural product structures proposed, these compounds and analogues have been prepared synthetically. Several of the synthetic analogues showed promising bioactivity against the medically important pathogens MRSA (MICs to 12.5 µM), Mycobacterium tuberculosis (MICs to 0.02 µM), uropathogenic Escherichia coli (MIC 6.2 µM) and Pseudomonas aeruginosa (MIC 3.1 µM). Cross-referencing antimicrobial activity and toxicity show that these synthetic compounds display a favourable therapeutic index for their target pathogens.

	ABBREVIATIONS
	A549
	human alveolar epithelial cells
	AIMS
	Australian Institute for Marine Science
	DMEM
	Dulbecco's Modified Eagle's medium
	HEK293
	human embryonic kidney cells 293
	HPLC
	high-performance liquid chromatography
	HTS
	high-throughput screening
	MDCK
	Madin-Darby canine kidney epithelial cells
	MIC
	minimum inhibitory concentration
	MRSA
	methicillin resistant Staphylococcus aureus
	MS
	mass spectrometry
	MS/MS
	tandem mass spectrometry
	MTC
	minimum toxic concentration
	NMR
	nuclear magnetic resonance
	RPMI
	Roswell Park Memorial Institute Medium
	THP-1
	human leukaemia cells
	Hep-G2
	human hepatocellular carcinoma cells
	VRSA
	vancomycin-resistant Staphylococcus aureus
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