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A facile synthetic route to substituted trans-2-arylcyclopropylamines was developed to provide mechanism-based inhibitors of the

flavoenzyme histone demethylase LSD1.
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Macrocyclic peptidyl hydroxamates were designed, synthesized, and evaluated as peptide deformylase (PDF) inhibitors. The most

potent compound exhibited tight, slow-binding inhibition of Escherichia coli PDF (KI=4.4nM) and had potent antibacterial activity

against Gram-positive bacterium Bacillus subtilis (MIC = 2–4 lg/mL).

Conformational analyses of thiirane-based gelatinase inhibitors pp 3064–3067

Mijoon Lee, Dusan Hesek, Qicun Shi, Bruce C. Noll, Jed F. Fisher, Mayland Chang* and Shahriar Mobashery*

SB-3CT is a thiirane-containing inhibitor of the gelatinase class

of matrix metalloprotease enzymes. In support of the mechan-

istic study of this inhibition, the conformational analyses of SB-

3CT (and of two methyl-substituted derivatives) were under-

taken using X-ray crystallography and molecular dynamics

simulation.
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In order to ascertain the structure–activity relationships in an

uninvestigated class of ACE inhibitory natural products, K-26

and eight analogues were chemically synthesized and evaluated.
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Though less potent than the parent natural product leinamycin, S-deoxyleinamycin displays activity against human cancer cell lines

that is comparable to many clinically used agents. The 1,2-dithiolan-3-one heterocycle found in S-deoxyleinamycin may react with

thiols to generate a persulfide intermediate (RSS)) that delivers biologically active polysulfides, hydrogen sulfide, and reactive

oxygen species (O2-, H2O2, and HO) to the interior of cells.
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Label from 18O2 is not incorporated into the monocyclic product shown during catalysis by OxyB. Also, a model hexapeptide

containing (R)-Tyr6, instead of (S)-Tyr6, is converted by OxyB into the corresponding epimeric monocyclic product.
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The synthesis of bivalent, M6P-based phosphonates and their evaluation for M6P-IGF2R binding is reported.
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Substrate specificity and diastereoselectivity of strictosidine glucosidase,
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The synthesis and evaluation of inhibitors for SgTAM, a 4-

methylideneimidazole-5-one (MIO) containing tyrosine amino-

mutase are reported. SgTAM produces b-tyrosine, a component

of the antitumor/antibiotic enediyne C-1027.

Spermicidal bacteriocins: Lacticin 3147 and subtilosin A pp 3103–3106
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Antimicrobial peptides (AMPs), including the bacteriocins

lacticin 3147 and subtilosin A, may enhance current contra-

ceptive agents as they possess both spermicidal and microbicidal

properties.
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Functionalization of the 4,4-difluoro-4-bora-3a,4a-diaza-s-indacene (BODIPY) core pp 3112–3116
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Studies of SNAr and B-F displacement reactions on 1 lead to the development of probe 2 that can be directly added to

nucleophilic amino side-chains of proteins.

Synthetic libraries of tyrosine-derived bacterial metabolites pp 3117–3121

Savvas N. Georgiades and Jon Clardy*

The preparation of a collection of 131 small molecules, reminiscent of families

of long chain N-acyl tyrosines, enamides and enol esters that have been isolated

from heterologous expression of environmental DNA (eDNA) in Escherichia

coli, is reported. The synthetic libraries of N-acyl tyrosines and their 3-keto

counterparts were prepared via solid-phase routes, whereas the enamides and

enol esters were synthesized in solution-phase.
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Lantibiotic synthetases can be used for the preparation of cyclic analogs of potent bioactive peptides such as the conotoxins and the

neurotransmitter enkephalin. The carnivorous cone snail Conus stercusmuscarum producing the conotoxin contryphan-Sm is

depicted (picture courtesy of Mike An, Microseashell.com). Cover art designed and prepared by Dorothy Loudermilk, School of

Chemical Sciences, UIUC. [Levengood, M. R.; van der Donk, W. A. Bioorg. Med. Chem. Lett. 2008, 18, 3025.]
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