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C H E M I S T RY

Following Formation

High-throughput screening is
increasingly being used to
evaluate the performance of
many catalysts. Such screen-
ing would be facilitated if the
desired reaction could be
tracked via a spectroscopic
signal, such as fluorescence.
For monitoring carbon-carbon
bond cleavage, there are sev-
eral probes whose fluores-
cence increases, but it is more
difficult to follow the forma-
tion of carbon-carbon bonds
in the same fashion.

Using a compound previ-
ously used to detect carbon-
sulfur bond formation as one
of the reactants, Tanaka et al.
show that for Michael and
Diels-Alder synthetic reactions,
fluorescence increases by a
factor of 20 to 100 upon car-
bon-carbon bond formation.
The fluorescence signal allows
the relative reaction rates for
different catalysts to be deter-

mined quickly. This class of
compound (amides of α,β-un-
saturated carbonyls) can be
used to optimize solvent condi-
tions and to screen protein,
peptide, and small-molecule
catalysts. — JFU 
J.Am. Chem. Soc. 10.1021/ja034069t (2003).

C E L L  B I O L O G Y

Picket Fences

Neurons represent an exquis-
itely complex type of polar-
ized cell. They possess three
radically different domains—
dendrites, cell body, and axon

—and each of these has a
distinctive surface composi-
tion. How the neuron main-
tains this polarized distribu-
tion has been the focus of
many studies, sometimes with
conflicting results.

Nakada et al. have examined
the dynamics of lipids in devel-
oping hippocampal neurons.
They observed the formation of
a diffusion barrier for lipids at
the axonal initial segment
(IS)—the point at which the
axon emerges from the cell
body. The barrier appears to be
imposed by the accumulation

of membrane proteins an-
chored in a meshwork of
actin below the membrane.
These anchored proteins
serve as a kind of picket fence
to restrict the diffusion of

membrane lipids. This
mechanism may be impor-
tant generally when cells
need to establish connect-
ed but distinct membrane
domains. — SMH

Nature Cell Biol. 5, 626 (2003).

B I O C H E M I S T RY

Searching Adaptive
Space

A common goal in drug design
(whether by humans or mi-
crobes) is to target the foreign
protein without interfering with
any host proteins. One way of
achieving the desired specificity
is to design an inhibitor that 
is perfectly complementary 
to an enzyme active site.
Unfortunately, such an inhibitor
may be more vulnerable to a
resistance-conferring mutation
in the infectious agent or even
in a population of transformed
cells (compare Gleevec).

Nezami et al. have pursued
the design of what they call
adaptive inhibitors of the fami-
ly of aspartyl proteases of
Plasmodium falciparum. This
parasite resides in blood cells
and feeds on hemoglobin by di-
gesting it with four structurally
similar proteases, the plas-
mepsins, which display both
conserved and distinctive
amino acid residues in the sub-
strate-binding site. An al-
lophenylnorstatine-dimethyl-
thioproline scaffold was deriva-
tized at four positions with ro-
tationally versatile groups in a
search of an all-purpose anti-
malarial, and this resulted in a
single compound, KNI-10006,
that inhibited all four proteases
at submicromolar concentra-
tions. This versatility did not ex-
tend to inhibition of the mam-
malian aspartyl protease
pepsin, against which KNI-
10006 was several orders of
magnitude less active. — GJC 
Biochemistry 10.1021/bi034131z (2003).

A P P L I E D  P H Y S I C S

Switching on to Ferro-
electric Transistors

The ability to maintain an elec-
tronic device (a transistor) in
the On or Off state without the
need for an applied bias is a
particularly desirable feature in
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E C O L O G Y / E V O L U T I O N

Surveying a Rugged Landscape

Adaptive radiation is the evolutionary process by which
populations of organisms diverge and ultimately form
new species.These radiations can be mapped as fitness
surfaces that contain peaks of adaptation, occupied by
populations or species, separated by unoccupied valleys
and plains. In theory, these surfaces capture how natural
selection contributes to the process of radiation. In prac-

tice, however, it
has proved diffi-
cult to construct
such surfaces
with accuracy
due to the numbers of confounding variables and the obstacles to
obtaining enough information about all of the relevant species.

Benkman has quantified how natural selection acts on red
crossbills in Idaho. These birds are a model system for studying
radiation because of the clearcut link between their bill mor-
phologies and conifer cones (their food resource), and because
the divergence in the populations is recent. Fitness in these
birds closely matches feeding efficiency, which in turn is a
function of the precision of the match between bill shape and
cone shape. The results provide a detailed adaptive surface for
crossbills and give strong support to the theory of adaptive ra-
diation via specialization on alternative resources. — AMS

Evolution 57, 1176 (2003).
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Fitness landscape of red crossbills

specialized for feeding on five

conifers, with four sets of

cones/seeds drawn to scale.




