
Bioorganic & Medicinal Chemistry Volume 20, Issue 10, 2012

Contents

REVIEW

Hepatitis C RNA-dependent RNA polymerase inhibitors: A review of structure–activity and resistance relationships;
different scaffolds and mutations

pp 3150–3161

Abdelrahman S. Mayhoub

ARTICLES

Abscinazole-E2B, a practical and selective inhibitor of ABA 80-hydroxylase CYP707A pp 3162–3172

Mariko Okazaki, Monrudee Kittikorn, Kotomi Ueno, Masaharu Mizutani, Nobuhiro Hirai, Satoru Kondo, Toshiyuki Ohnishi,
Yasushi Todoroki* no inhibitor (±±)- Abz-E2B 50 μM

desiccation

3-Deoxy-3,4-dehydro analogs of XM462. Preparation and activity on sphingolipid metabolism and cell fate pp 3173–3179

Luz Camacho, Fabio Simbari, Maria Garrido, José Luis Abad, Josefina Casas, Antonio Delgado, Gemma Fabriàs*

OH
S(CH2)12CH3

HN

OH

R

O

HO S(CH2)12CH3

HN R

O

OH
(CH2)13CH3

HN R

ODes1 inhibitors Asah1 inhibitors

Asah1 inhibitors
Des1 inhibitors

Bioorganic & Medicinal Chemistry 20 (2012) 3143–3149

Contents lists available at SciVerse ScienceDirect

Bioorganic & Medicinal Chemistry

journal homepage: www.elsevier .com/locate /bmc



An efficient and convenient microwave-assisted chemical synthesis of (thio)xanthones with additional in vitro
and in silico characterization

pp 3180–3185

Donatella Verbanac*, Subhash C. Jain, Nidhi Jain, Mahesh Chand, Hana Čipčić Paljetak, Mario Matijašić, Mihaela Perić,
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Design, synthesis and biological evaluation of novel chalcone derivatives as antitubulin agents pp 3212–3218
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A series of novel chalcone derivatives have been designed and synthesized, and their biological
activities were also evaluated as potential inhibitors of tubulin. These compounds were assayed for
growth-inhibitory activity against MCF-7 and A549 cell lines in vitro. Compound 3d showed the most
potent antiproliferative activity against MCF-7 and A549 cell lines with IC50 values of 0.03 and
0.95 lg/mL and exhibited the most potent tubulin inhibitory activity with IC50 of 1.42 lg/mL. Docking
simulation was performed to insert compound 3d into the crystal structure of tubulin at colchicines
binding site to determine the probable binding model. Based on the preliminary results, compound 3d
with potent inhibitory activity in tumor growth may be a potential anticancer agent.

Cellular uptake of covalent conjugates of oligonucleotide with membrane-modifying peptide, peptaibol pp 3219–3222
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COMPARE analysis of the toxicity of an iminoquinone derivative of the imidazo[5,4-f]benzimidazoles with
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Synthesis, biological evaluation, and molecular docking studies of 2,6-dinitro-4-
(trifluoromethyl)phenoxysalicylaldoxime derivatives as novel antitubulin agents

pp 3233–3241
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A series of 2,6-dinitro-4-(trifluoromethyl)phenoxysalicylaldoxime derivatives (1h–20h) have been designed
and synthesized, and their biological activities were also evaluated as potential antiproliferation and tubulin
polymerization inhibitors. Among all the compounds, 2h showed the most potent activity in vitro, which
inhibited the growth of MCF-7, Hep-G2 and A549 cell lines with IC50 values of 0.70 ± 0.05, 0.68 ± 0.02 and
0.86 ± 0.05 lM, respectively. Compound 2h also exhibited significant tubulin polymerization inhibitory
activity (IC50 = 3.06 ± 0.05 lM). The result of flow cytometry (FCM) demonstrated that compound 2h
induced cell apoptosis. Docking simulation was performed to insert compound 2h into the crystal structure of
tubulin at colchicine binding site to determine the probable binding model. Based on the preliminary results,
compound 2h with potent inhibitory activity in tumor growth may be a potential anticancer agent.
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Screening a library of 1600 adamantyl ureas for anti-Mycobacterium tuberculosis activity in vitro and for better
physical chemical properties for bioavailability
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A library of 1600 ureas was screened in vitro for activity against Mycobacterium tuberculosis.

Discovery of Ipragliflozin (ASP1941): A novel C-glucoside with benzothiophene structure as a potent and selective
sodium glucose co-transporter 2 (SGLT2) inhibitor for the treatment of type 2 diabetes mellitus
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A series of C-glucosides with various heteroaromatics has been synthesized and its inhibitory activity toward SGLTs evaluated and a novel benzothiophene derivative (14h;
ipragliflozin, ASP1941) was discovered as a highly potent and selective SGLT2 inhibitor that reduced blood glucose levels in a dose-dependent manner in diabetic model mice and
rats.
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A comparative study of backbone versus side chain peptide cyclization: Application for HIV-1 integrase inhibitors pp 3317–3322
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c(MZ 4K-1) 3D structure is stabilized upon IN binding as c(MZ 4-1). The effect of cyclization type and
specifically the bridge and ring sizes on the solution structures of the c(MZ 4-1) analogs was studied by NMR.
The backbone RMSD of the IN-bound c(MZ 4K-1) was 1.34 Å and the local RMSD of residues 366–369 was
0.21 Å. This stabilization may correlate between the IN activity of the cyclic peptides and the local RMSD of
residues 366–369.
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Structure–activity relationships and key structural feature of pyridyloxybenzene-acylsulfonamides as new,
potent, and selective peroxisome proliferator-activated receptor (PPAR) c Agonists
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Synthesis, biological evaluation and molecular docking studies of 1,3,4-oxadiazole derivatives as potential
immunosuppressive agents
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A series of 1,3,4-oxadiazole derivatives derived from 4-methoxysalicylic acid or 4-methylsalicylic
acid (6a–6z) have been first synthesized for their potential immunosuppressive activity. Among
them, compound 6z displayed the most potent biological activity against lymph node cells
(inhibition = 38.76% for lymph node cells and IC50 = 0.31 lM for PI3Kc). The preliminary
mechanism of compound 6z inhibition effects was also detected by flow cytometry (FCM) and
the compound exerted immunosuppressive activity via inducing the apoptosis of activated lymph
node cells in a dose dependent manner. Docking simulation was performed to position compound
6z into the PI3Kc structure active site to determine the probable binding model.
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Dipyrone (metamizol) is a common antipyretic drug and the most popular non-opioid analgesic in many countries. In spite of its long and
widespread use, molecular details of its fate in the body are not fully known. Two unknown metabolites were now found, viz. arachidonoyl
amides, and positively tested for cannabis receptor binding (CB1 and CB2) and cyclooxygenase inhibition. Two more puzzle pieces of the
dipyrone story found! (Rogosch, T.; Sinning, C.; Podlewski, A.; Watzer, B.; Schlosburg, J.; Lichtman, A.H.; Cascio, M.G.; Bisogno, T.; Di Marzo, V.;
Nüsing, R.; Imming, P. Bioorg. Med. Chem. 2012, 20, 103–109.]
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