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Thi asap ial p gen-buster with multiple interactions toward cell

membrane, topoisomerase IV and DNA

Th|azolqu|no|one as a potential pathogen b o
alarming. In this study, we described the d ARSI
ccmpouwds emuted 5|gn|f|cant inhi b|tc|g,r £ The increase in the number of strains 1o known is

clinically drug-resistant Staphylococcus aure

alarming. In this study, we described the design and synthesis of thiazolyl quinolones

The preliminary exploration showed that cor a‘g
Molecular docking showed that hydrogen ba as potentially antimicrobial agents aiming at overcoming resistance. The
Cytotoxicity; DMNA 1. Introduction The Unite antimicrobial assays revealed that some target compounds exhibited significant

highly resistant bacterial pathogens have ac

g inhibitory efficiencies toward bacteria and fungi ing drug

clinical pharmacophore structural fragment

S. aureus strains have been isolated that e» 3 Shuo-T; ] strong i
The challenge of treating_ drug- resistant stz activity against clinically drug-resistant Staphylococcus aureus with MIC value of 2

antibacterial drugs with broad antibacterial

levofloxacin and pyrrolidine-derived tosuflo» o
modified quinclones have been irresistibly e effects, and no obvious resistance development toward S. aureus. The preliminary

pg/mL, low cytotoxicity to human lung adenocarcinoma A549 cells, rapidly bactericidal

and benzimidazoles [23] were actively intro
antibacterial efficacy, especially toward som

bacteria [2426]. However, it is rare for the
due to the wide use and even abuse of quin thus possibly inhibiting its growth. Molecular docking showed that hydrogen bonds and

P showed that P 8a could inhibit topoisomerase IV effectively,

intercalate into DNA and disrupt cell membrane from drug-resistant S. aureus strains,

prone signal to the DNA repair system [27]. hydrophobic interactions existed between DNAtopoisomerase IV complex and the
Therefore, structural modification at the 3 -
antibacterial drugs and can easily bind with
van der Waals forces, thus exhibiting multi- Keywords:

them, 3-(2- aminothiazol-4-y|) -7-chloro-6- Thiazole; Qui imicrobi icidal: C icity: DNA
strains, with low cytotoxicity to hepatocyte
ternary complex to block DNA replication. S
changed into longer alkyl chains, unsaturate
anti-B. typhosa ATCC 14028 activity in vitrg
blocked DMNA replication to exert the powerf
antibacterial agents, the guinolone skeleton
antibacterial drugs has been investigated in dlfrerert studies |3£,33], Ne NITrogen-ricn groups, SUCn as carbotnicamiae group, gl
In order to in Vestmate the structure-activity relat Dnsths various halo-substituted guinolone skeletons were also constructed. Th
against clinical bacteria and fungi including_drug-resistant strains. To identify the safety profile, the cytotoxic test for the highly ac
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