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A series of analogs, where the amine ring fused to the aromatic ring was varied in size (5–7) and the location of the nitrogen in this ring was modified, has been
synthesized and assessed for their r1/r2 binding affinity and selectivity. Location of the nitrogen within a constrained ring is confirmed to be key to the
exceptional r2 receptor binding affinity and selectivity for this active series.
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9a, R1= R2 = R3= R4 = H
9b, R1= R2 = R3= H and R4 = Me
9c, R1=R2= R3= H and R4 = OMe
9d, R1= R3= H, R2 = F and R4 = Me
9e, R1=R3= R4 = H and R2= Cl
9f, R1=R3= R4 = H and R2= Br
9g, R1=R3= H, R2= Br and R4 = Me
9h, R1=R3= H, R2= Br and R4 = OMe
9i, R1=R3= Cl and R2= R4 = H

In this work, a new series of arysulfonylhydrazide 1,2,3-triazole derivatives 9a–i were synthesized, and their ability to inhibit the in vitro replication of HSV-1 was evaluated.
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Starting from the natural compound glycyrrhetinic acid a set of 11b-HSD2 selective inhibitors was
prepared. The most potent and most selective compound 28 is active against human 11b-HSD2 in
the low nanomolar range with a more than 3600-fold selectivity over human 11b-HSD1.

Novel and potent calcium-sensing receptor antagonists: Discovery of (5R)-N-[1-ethyl-1-(4-ethylphenyl)propyl]-2,7,7-
trimethyl-5-phenyl-4,5,6,7-tetrahydropyrazolo[1,5-a]pyrimidine-3-carboxamide monotosylate (TAK-075) as an orally
active bone anabolic agent

pp 1881–1894

Masato Yoshida, Akira Mori, Shinji Morimoto, Etsuo Kotani, Masahiro Oka, Kohei Notoya, Haruhiko Makino, Midori Ono,
Mikio Shirasaki, Norio Tada, Hisashi Fujita, Junko Ban, Yukihiro Ikeda, Tomohiro Kawamoto, Mika Goto, Hiroyuki Kimura,
Atsuo Baba, Tsuneo Yasuma*

Discovery of novel and potent tetrahydropyrazolopyrimidine derivatives as an orally active bone anabolic agent are reported.

New bichalcone analogs as NF-jB inhibitors and as cytotoxic agents inducing Fas/CD95-dependent apoptosis pp 1895–1906

M. Vijaya Bhaskar Reddy, Yuh-Chiang Shen, Jai-Sing Yang, Tsong-Long Hwang, Kenneth F. Bastow, Keduo Qian,
Kuo-Hsiung Lee*, Tian-Shung Wu*

HO

O

N
N

O

N

23

OMe
HO

O

N
N

O

N

N

4

Synthesis and biological evaluation of LL-valine-amidoximeesters as double prodrugs of amidines pp 1907–1914

Joscha Kotthaus, Helen Hungeling, Christiane Reeh, Jürke Kotthaus, Dennis Schade, Silvia Wein, Siegfried Wolffram,
Bernd Clement*

1840 Contents / Bioorg. Med. Chem. 19 (2011) 1839–1846



Structure based design and syntheses of amino-1H-pyrazole amide derivatives as selective Raf kinase inhibitors in
melanoma cells

pp 1915–1923

Mi-hyun Kim, Minjung Kim, Hana Yu, Hwan Kim, Kyung Ho Yoo, Taebo Sim, Jung-Mi Hah*

The synthesis of a novel series of 5-amiono-1H-pyrazol-4-yl phenyl amide
derivatives 6a–n, 7a–s and their antiproliferative activities against A375P
melanoma cell line were described.

Design, synthesis and docking study of 5-amino substituted indeno[1,2-c]isoquinolines as novel topoisomerase I
inhibitors

pp 1924–1929

Daulat Bikram Khadka, Quynh Manh Le, Su Hui Yang, Hue Thi My Van, Thanh Nguyen Le, Suk Hee Cho, Youngjoo Kwon,
Kyung-Tae Lee, Eung-Seok Lee, Won-Jea Cho*

N

O

Cl

N

O

R

5-Amino group-substituted indeno[1,2-c]isoquinolines were designed and synthesized as topoisomerase I inhibitors and a docking model was proposed.
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SC-1 {(1R,2S,5R,6S)-6-(3,4-dihydroxyphenyl)-2-(3,4-methylenedioxyphenyl)-3,7-dioxabicyclo-[3,3,0]octane}, a meta-
bolite of sesamin contained in sesame seeds, is capable of protecting against H2O2-induced PC12 cell death by heme
oxygenase-1 induction via Nrf2/ARE activation.
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9-Amino vs 9-Amido sialosides

Simple sialosides modified at C-2 and C-9 exhibited nanomolar potency and higher selectivity for CD22 than for MAG.
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apomorphine (3) 7f: Ki (D3) = 2.67 nM
11c: Ki (D3) = 1.14 nM

A series of new aporphine analogues (aporlogues) were prepared from appropriate aporphine precursors and arylpiperazines using the Click reaction protocol.
Compounds 7f and 11c stood out as the most potent at the D3 receptor among our newly synthesized aporlogues with Ki values of 2.67 and 1.14 nM,
respectively. Further assay at the 5-HT1A receptor revealed that aporlogues 7f and 11c also showed high affinity at this receptor.
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A series of N0-substituted-2-(5-nitrofuran or 5-nitrothiophe-2-yl)-3H-benzo[d]-imidazole-5-carbohydrazide derivatives were synthesized and investigated for their abilities to
inhibit b-hematin formation, hemoglobin hydrolysis and in vivo for their antimalarial efficacy in rodent Plasmodium berghei. Selected analogues were screened for their
antitubercular activity against sensitive MTB H37Rv and multidrug-resistant MDR-MTB strains, and cytotoxic activity against a panel of human tumor cell lines and two
nontumorogenic cell lines.
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A variety of new nimesulide derivatives were synthesized through incorporation of a 5-LOX pharmacophore into nimesulide with some further modifications. Their structure–
activity relationships were studied, and compound 20f was found to be an excellent dual enzyme inhibitor.
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Summary of structural features influencing the inhibition of BCRP by flavonoids. Plus-circles
indicate the positive contribution of structural elements to anti-BCRP activity. Minus-circles
illustrate the negative impact on inhibitory potency. Results are based on data from the 3D QSAR
approaches of the present study as well as the findings from 2D QSAR analyses of data taken from
literature.
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The known veterinary anthelmintic and proton ionophore, closantel, was recently discovered to also exhibit potent chitinase inhibition activity
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