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The introduction of ethylene-oxy spacer group in linezolid, subsequent SAR studies with
different heterocycles and conversion of some of the compounds to their thiocarbonyl
counterparts resulted in certain interesting antibacterial compounds.
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Oxazolidinones
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A novel series of oxazolidinones containing a pyrroloaryl substituent was synthesized and screened
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against a representative panel of susceptible and resistant Gram-positive bacteria. Several members of @N Nko H
this series were found to have antibacterial activity comparable to or better than linezolid. N \)\/Nr
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New Classes of Antibacterial Oxazolidinones with C-5, Bioorg. Med. Chem. Lett. 13 (2003) 4179
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Novel potent oxazolidinone antibacterials with
heterocyclic C-5 side chains are described. (HF)
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Synthesis and Biological Activity of N-Acylated Ornithine Bioors. Med. Chem. Lett. 13 (2003) 4187

Analogues of Daptomycin

Jason Hill, James Siedlecki, Ian Parr,* Michael Morytko, Xiang Yu, Yanzhi Zhang, Jared Silverman,
Nicole Controneo, Valerie Laganas, Tongchuan Li, Jan-Ji Lai, Dennis Keith, George Shimer and John Finn
Cubist Pharmaceuticals Inc., 65 Hayden Ave, Lexington, MA 02421, USA

N-Acylated ornithine analogues of daptomycin were synthesized and tested for “O%”B o NH,
their antibacterial efficacy. ’QO'N WO~ o 9 o
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The Synthesis and Antibacterial Activity of 1,3,4-Thiadiazole Bioorg. Med. Chem. Lett. 13 (2003) 4193
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Replacement of the morpholine C-ring of linezolid 1 with a 1,3,4-thiadiazolyl ring o™ F N-N F

leads to oxazolidinone analogues 5 having potent antibacterial activity against both '\x"k@\ o R/QS>\©\ o

gram-positive and gram-negative organisms. Conversion of the C5 acetamide group to Lo N o "

a thioacetamide further increases the potency of these compounds. , \—K/N\n/ s \—K/N\n/
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Synthesis and Biological Evaluation of Benzazepine Bioorg. Med. Chem. Lett. 13 (2003) 4197
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Novel benzazepine oxazolidinones were synthesized as potential antibacterial " _j(o
agents. Compounds 27 and 39 displayed in vitro Gram-positive antibacterial N o) o o
activity comparable to linezolid against clinically relevant organisms. NJLO Ho_}_N N)Lo
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MexAB-OprM Specific Efflux Pump Inhibitors in Pseudomonas Bioors. Med. Chem. Lett. 13 (2003) 4205

aeruginosa. Part 2: Achieving Activity In Vivo Through the Use of Alternative Scaffolds
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A series of new leads have been identified, including orally active /—\ X = N:
compounds with enhanced potency against fastidious gram-negatives. N\)\,N R X = CHn;1 =1 (trans), 2

Bioorg. Med. Chem. Lett. 13 (2003) 4213

Novel Oxazolidinone—Quinolone Hybrid Antimicrobials
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Antimicrobial compounds incorporating oxazolidinone and quinolone pharmacophore | | - >\\0
: : : N Link Q N
§ubstructures have been de.51gne(.1 and 'evaluated. RepFesentatlve sfm'alogues display an A tnker \/J\,NHAc
improved potency versus linezolid against gram-positive and fastidious gram-negative

pathogens, including ciprofloxacin and linezolid-resistant strains.
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Iclaprim, a Novel Diaminopyrimidine with Potent Activity on

Trimethoprim Sensitive and Resistant Bacteria
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o-Substituted Hydroxamic Acids as Novel Bacterial Deformylase Bioorg. Med. Chem. Lett. 13 (2003) 4223

Inhibitor-Based Antibacterial Agents
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Analogues of 2-R-butyl succinic acid containing PDF inhibitors were prepared and SAR were explored at Ho. Q NH 2
the metal chelating site a-position and the P,'/P3’ position. N I
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Structure—Activity Relationship in the Oxazolidinone—Quinolone
Hybrid Series: Influence of the Central Spacer on the Antibacterial Activity and the Mode of Action
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Appropriate selection of the spacer led to the identification of oxazolidinone—quinolone \,--K/NOO\_OJ NN
hybrids with a balanced dual mode of action and with antibacterial activities that o rt\u-« A
overcame all types of resistance in clinically relevant Gram-positive pathogens. j/
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The Effect of Remote Chirality on the Antibacterial Activity of
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The design, synthesis, and antibacterial activity profile of a series of new oxazolidinones are discussed. WW< D\ )k
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Array Synthesis of Novel Lipodepsipeptide
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Synthetic array technology was utilized to rapidly synthesize and analyze a

diverse set of reductive alkylation analogues of daptomycin. Analysis of the

array suggested the use of polar functionality such as sulfonamides or amide or o ,(\Zj
polar spaces such as piperazine would beneficially affect activity. H M
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