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3D-QSAR CoMFA studies on trypsin-like serine protease inhibitors: a comparative selectivity analysis pp 2773–2782

Bhoomendra A. Bhongade, Veerappa V. Gouripur and Andanappa K. Gadad*

N

N
H

H Y

X

R2

R1

H

R

3D-QSAR/CoMFA models have been generated for a series of indole/benzoimidazole-5-carboxamidines as trypsin-like serine

protease inhibitors viz. tPA, factor Xa, thrombin, plasmin, and trypsin, which can be employed in designing novel selective serine

protease inhibitors of therapeutic interest.
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Eight derivatives of 1-O-acetylbritannilactone, (2-O-alkyloxime-3-phenyl) propionyl-1-O-acetylbritannilactone ester are designed

and synthesized. Four of these compounds were tested to show inhibitory activity on the growth of human HL-60 and Bel-7402 cell

lines.
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In the current work, we report the design, synthesis (following two different synthetic routes), stability studies, and comprehensive

pharmacology of a novel GABA adamantane derivative (AdGABA), which displays a close structure–activity relationship with

gabapentin.
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Novel pyrrole-2-carboxamide derivatives were designed and synthesized as androgen antagonists. Compound 1 is more active

androgen antagonist than flutamide.
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O-methoxymethyl, O-pyridin-2-ylmethyl, O-piperidin-2-ylmethyl, etc.
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Synthesis of 2b-substituted-oxyimino and -hydrazone penam sulfones and their b-lactamase inhibitory activities against class A and

C b-lactamases are presented.
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Ki = 15nM to >30µM

Tryptase is a serine protease implicated in the etiology of asthma. Screening of

in-house inhibitors of factor Xa (a closely related serine protease) identified b-
amidoester benzamidines as potent inhibitors of recombinant human bII tryptase.
X-ray structure driven template modification and exchange of the benzamidine to

optimize potency and pharmacokinetic properties gave selective, potent and orally

bioavailable 4-(3-aminomethyl phenyl)piperidinyl-1-amides 16.
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(R)-Goniothalamin: total syntheses and cytotoxic activity against cancer cell lines pp 2927–2933
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João Ernesto de Carvalho and Ronaldo Aloise Pilli*

The total syntheses of (R)-goniothalamin (1) via catalytic asymmetric allylation of a-benzyloxyacetaldehyde (2), followed by ring-

closing metathesis and Wittig olefination and via catalytic asymmetric allylation of trans-cinnamaldehyde followed by ring-closing

metathesis are reported. The antiproliferative activities of (R)-1 and its Z-isomer 10 as well as of the synthetic dihydropyranone

intermediates 7 and 8 against eight different cancer cell lines are also described.

1,2,4-Triazino-[5,6b]indole derivatives: effects of the trifluoromethyl group on in vitro
antimalarial activity
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Novel fluoropeptidomimetics: synthesis, stability studies and protease inhibition pp 2943–2958
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QSAR by LFER model of cytotoxicity data of anti-HIV 5-phenyl-1-phenylamino-1H-imidazole
derivatives using principal component factor analysis and genetic function approximation
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Cytotoxicity data of anti-HIV (human immunodeficiency virus)

5-phenyl-1-phenylamino-1H-imidazole derivatives have been

subjected to quantitative structure–activity relationship

(QSAR) study by linear free energy related (LFER) model of

Hansch using principal component factor analysis and genetic

function approximation.
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Investigations of linker structure on the potency of a series of bidentate protein tyrosine
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[11C]Glycylsarcosine: synthesis and in vivo evaluation as a PET tracer of PepT2 transporter
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C-11 labeled (Gly-Sar) 4* and [11C]cyclo(Gly-Sar) [1-methylpiperazine-2,5-dione] 3* were synthesized as potential radiotracers to

investigate the localization and in vivo function of the peptide transporter PepT2 in mouse kidney.
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In silico ADME modelling: prediction models for blood–brain barrier permeation using
a systematic variable selection method
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Predictive models for blood–brain barrier permeation were derived using 116

diverse compounds, 324 molecular descriptors, VSMP, a systematic variable

selection method and multiple linear regression. Validation tests demonstrate

that the models possess excellent predictive power and can be applied to virtual

screening studies.

Parallel solid-phase synthesis and characterization of new sulfonamide and carboxamide
proline derivatives as potential CNS agents
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The parallel solid-phase synthesis of a series of sulfonamide and carboxamide proline derivatives and their in vitro binding affinities

for serotonin 5-HT7, 5-HT1A and dopamine D2 receptors are presented.
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Synthesis, properties, and photodynamic inactivation of Escherichia coli using a
cationic and a noncharged Zn(II) pyridyloxyphthalocyanine derivatives
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The photodynamic effect of a cationic Zn(II) N-methylpyridyl-

oxyphthalocyanine (ZnPc 2) and a noncharged Zn(II) pyridyloxyphthalo-

cyanine (ZnPc 1) has been compared in both homogeneous media bearing

photooxidizable substrates and in vitro using a typical Gram-negative

bacterium Escherichia coli. These studies show that cationic ZnPc 2 is an

efficient phototherapeutic agent with potential applications in photodynamic

inactivation of bacteria.

Chiral cyclopalladated complexes derived from N,N-dimethyl-1-phenethylamine with bridging
bis(diphenylphosphine)ferrocene ligand as inhibitors of the cathepsin B activity and as antitumoral agents
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Chiral cyclopalladated complexes derived from N,N-dimethyl-1-phenethylamine and the coordinating ligand

1,10-bis(diphenylphosphine)ferrocene were synthesized and studied as Cathepsin B inhibitors and antitumoral

agents against solid tumors. The results presented in this work introduce the title cyclopalladated complexes

as promising antitumoral drugs with reduced toxicity in experimental studies.
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Protocols that are commonly employed for altering the substrate specificity and selectivity profiles of proteins include rational and

random DNA mutagenesis methods as well as techniques that entail selection and screening. This figure was designed using the

programs pyMOL, Microsoft Powerpoint, and Microsoft Excel [Antikainen, N. M.; Martin, S. F. Bioorg. Med. Chem. 2005, 13,

2701–2716].
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