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Design, synthesis and biological evaluation of novel chalcone derivatives as antitubulin agents pp 3212-3218
Hui Zhang, Jia-Jia Liu, Jian Sun, Xian-Hui Yang, Ting-Ting Zhao, Xiang Lu, Hai-Bin Gong*, Hai-Liang Zhu*
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A series of novel chalcone derivatives have been designed and synthesized, and their biological R,

activities were also evaluated as potential inhibitors of tubulin. These compounds were assayed for . O o
growth-inhibitory activity against MCF-7 and A549 cell lines in vitro. Compound 3d showed the most .o No: p
potent antiproliferative activity against MCF-7 and A549 cell lines with ICso values of 0.03 and Q R \©/
0.95 pg/mL and exhibited the most potent tubulin inhibitory activity with ICso of 1.42 pg/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.
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COMPARE analysis of the toxicity of an iminoquinone derivative of the imidazo[5,4-f]lbenzimidazoles with pp 3223-3232
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Synthesis, biological evaluation, and molecular docking studies of 2,6-dinitro-4- pp 3233-3241
(trifluoromethyl)phenoxysalicylaldoxime derivatives as novel antitubulin agents

Ting-Ting Zhao, Xiang Lu, Xian-Hui Yang, Li-Ming Wang, Xi Li, Zhong-Chang Wang, Hai-Bin Gong*, Hai-Liang Zhu*

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 ICso values of 0.70 + 0.05, 0.68 + 0.02 and
0.86 + 0.05 uM, respectively. Compound 2h also exhibited significant tubulin polymerization inhibitory
activity (ICso = 3.06 = 0.05 uM). 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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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 pp 3263-3279
sodium glucose co-transporter 2 (SGLT2) inhibitor for the treatment of type 2 diabetes mellitus

Masakazu Imamura*, Keita Nakanishi, Takayuki Suzuki, Kazuhiro Ikegai, Ryota Shiraki, Takashi Ogiyama,

Takeshi Murakami, Eiji Kurosaki, Atsushi Noda, Yoshinori Kobayashi, Masayuki Yokota, Tomokazu Koide, Kazuhiro Kosakai,

Yasufumi Ohkura, Makoto Takeuchi, Hiroshi Tomiyama, Mitsuaki Ohta

14h; Ipragliflozin (ASP1941)

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
Zvi Hayouka, Aviad Levin, Mattan Hurevich, Deborah E. Shalev, Abraham Loyter, Chaim Gilon, Assaf Friedler*

c(MZ 4K-1) 3D structure is stabilized upon IN binding as ¢(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 ¢(MZ 4K-1) was 1.34 A and the local RMSD of residues 366-369 was
0.21 A. This stabilization may correlate between the IN activity of the cyclic peptides and the local RMSD of
residues 366-369.
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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.;
Niising, R.; Imming, P. Bioorg. Med. Chem. 2012, 20, 103-109.]
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