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The in vitro potency and selectivity of a novel series of mPGES-1 inhibitors derived from MK-886 is described. SAR studies in this

series led to the identification of inhibitors 23 and 30.
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Active site binding modes of curcumin in HIV-1 protease and integrase pp 3364–3368
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Computational docking of curcumin with HIV-1 integrase (IN) and protease (PR) is reported.
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Sixteen derivatives of NAMDA (1), an inhibitor of BH4 synthesis, were designed and synthesized.
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A series of rhodanine-based inhibitors was synthesized and shown to be novel, potent, and selective inhibitors against JNK-

stimulating phosphatase-1 (JSP-1), a member of the dual-specificity phosphatase family.
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6-Arylamino-2,3-bis(pyridin-2-yl)-7-chloro-quinoxaline-5,8-diones were synthesized and evaluated for their antiproliferative activity

on rat aortic smooth muscle cells. The quinoxaline-5,8-diones exhibited a potent antiproliferative activity.
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A novel series of imidazo[4,5-c]pyridines bearing a 1,2,5-oxadiazol-3-ylamine functionality has been developed. These are potent

inhibitors of mitogen and stress-activated protein kinase-1 (MSK-1), and exemplified by the potent inhibitor 9.

(1H-Imidazo[4,5-c]pyridin-2-yl)-1,2,5-oxadiazol-3-ylamine derivatives: Further optimisation
as highly potent and selective MSK-1-inhibitors
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The novel imidazo[4,5-c]pyridine 1,2,5-oxadiazol-3-yl template affords an excellent

start point for identification of inhibitors of a number of protein kinases. Here we

report on its optimisation for mitogen and stress-activated protein kinase-1 (MSK-1)

inhibitory activity, and selectivity over other kinases.
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The identification of a novel series of benzamide-containing MCHr1 antagonists is described.
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Eight new camphorato platinum complexes have been synthesized and evaluated

for their in vitro cytotoxicity against four human tumor cell lines. The antitumor

activities of compounds 3a and b were assayed in vivo against LS-174T human

colon carcinoma cell line. Complex 3b exhibited not only higher in vivo antitumor

activity, but also less toxicity than oxaliplatin when it was administered

intravenously three times at a dose of 6mg/kg.
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4,40-Dimethoxytrityl group derived from secondary alcohols:
Are they removed slowly under acidic conditions?
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R. Krishna Kumar and Vasulinga T. Ravikumar*

Removal of 4,40-dimethoxytrityl (DMT) groups from primary and secondary hydroxyl functionality was investigated. It was

observed that deblocking of DMT group from secondary hydroxyl group of molecules attached to solid support under acidic

conditions occurred relatively slowly compared to primary hydroxyl group. Marginal difference in rate of detritylation was observed

between DMT group attached to 50-hydroxyl group of deoxyribonucleoside and 20-O-methoxyethylribonucleoside when attached to

one kind of support. Removal of DMT from nucleoside attached to OligoPrep solid support was found to be slow.
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The discovery of 1-amino-1,2,3,4-tetrahydronaphthalene-2-carboxylic acid analogs as potent human melanocortin-4 selective

agonists is described.
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Synthesis and structure–activity relationships of biarylcarboxamide bis-aminopyrrolidine urea derived
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The design and synthesis of a number of bis-aminopyrrolidine ureas are

described and the results from SAR studies are summarized. The best

compounds showed Ki = 1 nM.
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Sets of isomeric thiazole derivatives 1 and 2 were synthesised and compared with respect to their conformational energies.

Novel iron-specific fluorescent probes pp 3450–3452

Yongmin Ma, Wei Luo, Michel Camplo, Zudong Liu and Robert C. Hider*

A series of novel iron-specific fluorescent probes is reported where the chelator function unusually forms part of the fluorescent

moiety. The ability of this range of molecules to permeate human erythrocyte ghost membranes was investigated.

Contents / Bioorg. Med. Chem. Lett. 15 (2005) 3319–3327 3325



Pyrrolo[1,2-a][1,4]benzodiazepine: A novel class of non-azole anti-dermatophyte anti-fungal agents pp 3453–3458

Lieven Meerpoel,* Jef Van Gestel, Frans Van Gerven, Filip Woestenborghs,
Patrick Marichal, Vic Sipido, Gilkerson Terence, Roger Nash, David Corens and Ray D. Richards

The anti-fungal structure–activity relationship of this novel class of 5,6-dihydro-4H-pyrrolo[1,2-a][1,4]benzodiazepines is described

together with its mode of action that appeared to be the inhibition of squalene epoxidase.

Structure-driven HtL: Design and synthesis of novel aminoindazole inhibitors of
c-Jun N-terminal kinase activity

pp 3459–3462

Michael J. Stocks,* Simon Barber, Rhonan Ford, Frederic Leroux, Steve St-Gallay,
Simon Teague and Yafeng Xue

The design and synthesis of a new series of c-Jun N-terminal kinase inhibitors are reported. Compound 23 displayed the greatest

activity within the series.
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The synthesis, and antibacterial and antiviral activities of 5–24 are described.

Neomycin improves cationic lipid-mediated transfection of DNA in human cells pp 3467–3469

Sara Napoli, Giuseppina M. Carbone, Carlo V. Catapano,* Nick Shaw* and Dev. P. Arya*

Delivery of oligonucleotides has been a major impediment in

the development of nucleic acid based drugs. In this report,

we show that neomycin, an aminoglycoside antibiotic, when

combined with a cationic lipid preparation such as DOTAP,

enhances transfection efficiency of both reporter plasmids

and oligonucleotides and results in a significant increase in

transgene expression. The results described here open a new

lead in ongoing efforts for oligonucleotide delivery.
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Ameliorating transthyretin amyloidogenesis by native state kinetic stabilization mediated by small molecule binding. Small molecule

binding to the amyloidogenic protein transthyretin kinetically stabilizes the native tetrameric state, preventing dissociation to folded

monomers that misfold and misassemble into toxic intermediates, amorphous aggregates, and amyloid fibrils. The Kelly laboratory

has developed several structurally distinct inhibitor families, depicted in the background, that are undergoing pharmacological

evaluation. Created by Steven M. Johnson, graduate student in Professor Jeffery W. Kelly’s laboratory, Department of Chemistry,

The Skaggs Institute for Chemical Biology, The Scripps Research Institute, 10550 N. Torrey Pines Road, La Jolla, CA 92037, USA.
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