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Contents / Bioorg. Med. Chem. 20 (2012) 5305–5315 5307



Chemotography for multi-target SAR analysis in the context of biological pathways pp 5416–5427

Eugen Lounkine*, Peter Kutchukian, Paula Petrone, John W. Davies, Meir Glick

Biological contextChemical space

ChEMBL 11

Clustering

Multidimensional 
Scaling

Chemotography

Color

PKB/Akt IKK
+p

Raf MEK ERK
+p+p

HDAC DNA

BioProfile—Extract knowledge from corporate databases to assess cross-reactivities of compounds pp 5428–5435

Bernd Beck*

Database of bioactive ring systems with calculated properties and its use in bioisosteric design and scaffold hopping pp 5436–5442

Peter Ertl*

Bioactivity landscape modeling: Chemoinformatic characterization of structure–activity relationships of compounds
tested across multiple targets

pp 5443–5452

Jacob Waddell, José L. Medina-Franco*

We report the Structure multiple Activity Similarity (SmAS) maps and the Structure multiple Activity Landscape Index (SmALI) as general approaches to
explore and quantify the most informative regions of multi-target activity landscapes.

5308 Contents / Bioorg. Med. Chem. 20 (2012) 5305–5315



Who cares for the protons? pp 5453–5460

Paul Czodrowski

Backtranslating clinical knowledge for use in cheminformatics—What is the potential? pp 5461–5463

Josef Scheiber*

REGULAR ARTICLES

Synthesis and antimalarial activity of new haemanthamine-type derivatives pp 5464–5472

Juan C. Cedrón, David Gutiérrez, Ninoska Flores, Ángel G. Ravelo*, Ana Estévez-Braun*

N

OMe

H
OHO

O
1

Identification and synthesis of substituted pyrrolo[2,3-d]pyrimidines as novel firefly luciferase inhibitors pp 5473–5482

Yang Liu, Jianping Fang, Haiyan Cai, Fei Xiao, Kan Ding*, Youhong Hu*

Contents / Bioorg. Med. Chem. 20 (2012) 5305–5315 5309



UDP made a highly promising stable, potent, and selective P2Y6-receptor agonist upon introduction of a
boranophosphate moiety

pp 5483–5495

Tamar Ginsburg-Shmuel, Michael Haas, Djordje Grbic, Guillaume Arguin, Yael Nadel, Fernand-Pierre Gendron,
Georg Reiser, Bilha Fischer*

Rp isomer of 5-OMe-UDP(a-B), is the most potent P2Y6-R agonist currently known. It is chemically and ezymatically stable under conditions mimicking gastric
juice acidity, in the presence of NPP1,3 and in blood serum.

Discovery of pyrrolo[3,2-c]quinoline-4-one derivatives as novel hedgehog signaling inhibitors pp 5496–5506

Tomohiro Ohashi*, Yuya Oguro, Toshio Tanaka, Zenyu Shiokawa, Sachio Shibata, Yoshihiko Sato, Hiroko Yamakawa,
Harumi Hattori, Yukiko Yamamoto, Shigeru Kondo, Maki Miyamoto, Hideaki Tojo, Atsuo Baba, Satoshi Sasaki

Discovery of the investigational drug TAK-441, a pyrrolo[3,2-c]pyridine derivative, as a highly
potent and orally active hedgehog signaling inhibitor: Modification of the core skeleton
for improved solubility

pp 5507–5517

Tomohiro Ohashi, Yuya Oguro, Toshio Tanaka, Zenyu Shiokawa,
Yuta Tanaka, Sachio Shibata, Yoshihiko Sato, Hiroko Yamakawa,
Harumi Hattori, Yukiko Yamamoto, Shigeru Kondo, Maki Miyamoto,
Mitsuhiro Nishihara, Yoshimasa Ishimura, Hideaki Tojo, Atsuo Baba,
Satoshi Sasaki*

Synthesis and SAR studies of 3-allyl-4-prenyloxyaniline amides as potent 15-lipoxygenase inhibitors pp 5518–5526

Atena Jabbari, Mahdieh Davoodnejad, Maliheh Alimardani, Amir Assadieskandar, Ali Sadeghian, Hadi Safdari,
Jebraeel Movaffagh, Hamid Sadeghian*

5310 Contents / Bioorg. Med. Chem. 20 (2012) 5305–5315



Arylazolyl(azinyl)thioacetanilides. Part 10: Design, synthesis and biological evaluation of novel substituted
imidazopyridinylthioacetanilides as potent HIV-1 inhibitors

pp 5527–5536

Xiao Li, Peng Zhan*, Hong Liu, Dongyue Li, Liu Wang, Xuwang Chen, Huiqing Liu, Christophe Pannecouque, Jan Balzarini,
Erik De Clercq, Xinyong Liu*

5a1-5a16: X1 = N, X2 = C
5b1-5b16: X1 = C, X2 = N

X2

X1 N

N

Me Me

Me

S

H
N

X4

X3

O

R2

R4

 Triazole thioacetanilide

SN

N S

H
N

O

X3

R

R2

R4

X3 = CH, N

 1,2,3-Thiadiazole thioacetanilide

NN

N
S

H
N

O

R

R2

R4

R1

Target compounds

Scaffold hopping

Lead structures

By means of scaffold hopping strategy, imidazopyridine was used as a new bioisostere to replace the five-membered heterocyclic lead structures. This strategy led to the
identification of imidazopyridinylthioacetanilide NNRTIs with potency against HIV-1 replication in the low micromolar concentration range.
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Benzoxazolone derivatives were designed and synthesized as novel TSPO ligands. In view of initial SAR study, we selected compound 14 as lead
compound. Further optimization of pharmacokinetic properties of compounds led to discovery of compound 74 which exhibited anxiolytic effect in the
rat Vogel model.
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A series of N-{3-[3-(9-methyl-9H-carbazol-3-yl)-acryloyl]-
phenyl}-benzamide/amide derivatives have been synthesized
and investigated for their in vitro xanthine oxidase and
tyrosinase inhibitory activities.
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Shown are alternative activity landscape views for a set of adenosine A2 receptor ligands including a similarity-based compounds network
(left) and a three-dimensional activity landscape representation (right). An arrow indicates corresponding areas of relatively low SAR
information content. On the left, selected compound subsets are encircled. The color code reflects the potency distribution within the data set,
ranging from low (green) over intermediate (yellow) to high (red) compound potency. Cover illustration provided by J. Bajorath.
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