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Artificial metallonuclease: The DNA
nuclease activity of a class of polynuc-
lear copper complexes is dependent on
the geometry and the number of metal
centers. The synergy between copper
centers in meta-dicopper or para-dicop-
per motifs leads to higher activity to
generate nicked DNA from supercoiled
pUC19 DNA (see graphic). The meta-di-
copper motif favors the generation of
linear DNA through double-stranded
cleavage.

One ligand, two imaging probes: The
inclusion of two picolinate groups on a
triazacyclononane framework affords a
new ligand leading to a mono-aquo ga-
dolinium complex with favourable elec-
tronic relaxation properties for magnetic
resonance imaging applications and to
a terbium complex with high lumines-
cence quantum yield (see scheme).
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All in a row: The screening of a combi-
natorial library with 320 substrates
shows that an artificial tris-cationic re-
ceptor efficiently binds anionic tetra-
peptides in water with association con-
stants up to K,=27000m~". Moreover,
the receptor shows a remarkable se-
quence-dependent stereoselectivity be-
tween p-Ala and L-Ala in certain posi-
tions of the tetrapeptide.
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Twin peaks: A facile and economic
route has been developed for the incor-
poration of deuterated benzophenones
(@ widely used photoaffinity tag) into
probes. Attachment of these mixed-iso-
tope labels to the immunosuppressive
drug CsA facilitated the mass spectro-
metric identification of a target of CsA
(see picture) from a mixture of proteins.
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Substrate activity screening was used
to rapidly identify a novel and potent
(Kinace/ Ki=59000 M "' s™") nonpeptidic
chymotrypsin inhibitor with M,, < 500.
The inhibitor is more potent than the
best reported tetrapeptidyl phospho-
nate chymotrypsin inhibitor and dem-
onstrated selectivity over a panel of
other serine proteases, including the
closely related enzyme cathepsin G.

12/15-LOX inhibitor
(ICs0 =21pm)

poor LOX inhibitor

Z isomer E isomer

On these pages, we feature the excel-
lent work in chemistry that has been
recently reported in our sister journals
ChemBioChem, Angewandte Chemie, or
Chemistry—A European Journal.
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Switched-on inhibition. (22)-2-(3-Ben-
zylidene)-3-oxo-2,3-dihydrobenzo(b]-
thiophene-7-carboxylic acid  methyl
ester (see left-hand structure) is only a
poor inhibitor of 12/15-lipoxygenases
(IC5,=0.7 mmM). However, photoactiva-
tion that induces a Z-to-E isomerization
strongly augmented the inhibitory po-
tency (IC5,=0.021 mm). Since light-in-
duced isomerization may proceed in the
skin, such photoreactive compounds
might be developed as potential drugs
for inflammatory skin diseases.

Fibril discrimination. Under suitable
conditions, conjugated polyelectrolytes
bind specifically to amyloid deposits,
and this is then seen as an orange-red
emission from the polyelectrolyte. Fur-
thermore, the probes emit light of dif-
ferent colors when bound to different
amyloid deposits or other intracellular
structures. Such conformation-sensitive
probes provide a direct link between
spectral signal and protein conforma-
tion.

These articles are already available in
print (in which case the page number is
provided) or can be viewed on the Early
View® pages of each journal through
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