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l Mutagenesis

Preclinical Safety Pharmacology attempts
to anticipate adverse drug reactions
(ADRs) during early phases of drug dis-
covery by testing compounds in simple,
in vitro binding assays. In this paper we
describe the successful application of
cheminformatics methods to predict
adverse side effects of drugs to acceler-
ate drug discovery and decrease late
stage attrition in drug discovery projects.
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Nothing in it! Composite hollow spheres
of TiO, (shown), BaTiOs, and SrTiO,
with varied crystalline phases and com-
positions can be synthesized under mild
conditions. The sulfonated polystyrene
gel templates used ensure that the crys-
talline hollow spheres grow without
damage to their shells.

Close encounters. Sensor proteins based
on fluorescence resonance energy trans-
fer (FRET) often display a modest
change in emission ratio upon activa-
tion. Here, we show that promoting
intramolecular interactions between
donor and acceptor fluorescent domains
is an attractive new strategy for increas-
ing the ratiometric change in FRET-
based protease sensors.

Analysing phenol: The structural
changes of phenol upon electronic exci-
tation are quantified experimentally and
theoretically. A Franck-Condon analysis
of the fluorescence emission spectra
confirms the local nature of the excita-
tion.

Adverse Drug Reactions

Safety Profiling Targets
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An empty low-lying 30* orbital is respon-

sible for the catalytic activity of oxidoiro-
n(lV) compounds in alkane hydroxyl-
ation. We study the influence of the
ligand environment on the spin state
and catalytic activity of simple systems,
correlating these properties to the
strength of the electron donation from
the ligands, and in particular, we prove
that systems with weak equatorial and
axial donor ligands show superior cata-
lytic activity.

A new workup and purification method
based on quadruple hydrogen-bonding
interactions is reported. Substrates with
a hydrogen-bonding affinity tag were
conveniently separated from a reaction
mixture and purified using a resin with
self-complementary affinity tags. Ugi
reaction products and substitution prod-
ucts were successfully purified by this
affinity separation protocol.

Unusual cleavage: A series of mononu-
clear or dinuclear Fe'-phenylpyruvate
enolate complexes that contain tetraden-
tate tris (6-methyl-2-pyridylmethyl)amine
(6-Me;-TPA) or tridentate benzyl bis(2-
quinolinylmethyl)amine (Bn-BQA)
ligands are reported. The phenylpyruvate
complexes react with dioxygen to
undergo oxidative C2—C3 bond cleavage
of phenylpyruvate (see scheme).
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